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[W#3i 1 1 

5ft (1) 

D H F 

A 

A14. CmiT'J-^* (RC2-i4TU-n/*tt, Ci-e7;V*;v^ 7?** 
jV*j^'-;Vit«$titv^tU^o ) •eem$ttTV>T'fe «fcv> 0 ) fcftBfcU B&4 

^;v*3Z.{ic 2 -i4T i ;-;v^^^'*b> e (±c 2 -i4T y (SC2-u7'J-^si^ 

->n§, ;nd^^, NG 1 G 2 (:**K G 1 RtfG 2 t±-g-^^^5£^. 
*mm*. Ci-eT/i'^A'»X»±Ci-6T;u*A/*^#-*'3fe**l*'r*o ) 

% *;v*v®S. *^**7 5 K3k *;i/*75 K*> t 

3,**#i*afcJU*X (CYZ) . C0 2 H Xf±CH 2 , CK SXI±NG 3 (G 

&o ) SrStBfcU Y&tfZii**L^*ua£fc. *»K^XttCi-37**/i'***i*U 

n f±o. i. 2Xii3**ti*-rso ) -cftiKMistiTv**. ) **i*-r*o ] -em* 

ll»**2] 
* (2) 
Hb2] 

R 3 H J** 

RMi, Cj.i4 7V-^» (^C2-i4T';-;v*ti. Ci- 6 t;v^;v^ 
*»*Xtt7 5y* (RTKBaifXVr^y^i, Ci- 6 7;^;v*X{±Ci- 6 7^ 

14. Ci-e7^*^ 7y*«?--C«!ftS*LfcCi-3T^*>»'*X»iC2-i4T 

i;-/w***i*U R 3 *4, TKSfK^. Ci- 6 r;v^;v*> 7 ttfcCi-s 

7/l^*»XttC2-i47';-*»**"*U R 4 (4C 2 -i47V-^ («C2-i*7';-^ 
*l±. -hn^Xt4NR 5 R 6 R 5 WR 6 iif*i-fiiii(:, 

Ci-67;v^^»3Z.{4Ci-67;v^;v^^**-^*^ , *1" ; 5)o ) Ttefc 

r im^m^k $ ttfc c 2 - 1 4 7 u - ;v*t? * & 2 iBmo e 9 v n > it-s-tK 
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R 4 tf* % NR 5 R 6 (5£4>. R 5 WR 6 tt-€-*t-rti4tt2lts 7fcf$tliCi\ */U5*2fc. Ci 

-6 7;^;HIIiCl-6 7^^^^^*-^*^tl*t4o ) "C®^$fL7t C2-14 7'J- 

r 4 ^ - > n ^-Cg^ £ *v C o - 1 4 T V - ;v*tr & £ »^ 2 IBttO tf 9 V n > <t-£-# 



* (3) 

Kb 3] 

R 9 " 

N 
R T 



(3) 



[55 «K R 7 i±. C2-X4TU-/H6 (KC2-14TU -;v^t±, Ci- 6 t;v*;v*. 

~)vm, TKm^Xfir^y* (iTtcM^^^ftfi, Ci- 6 7;K;viXiiC 1 - 6 7;v 
*;v#;i/*-^;vafc^S&$*vcv*T'i> ) ttl^tLtv^Tt ) **i*U R 

_ 3 T;i/^;V^Xi±C 2 -i4T i ;-;V»**l*t. R 1 0 ttCa-u7V-A'* (RC2-UTU 
-;v3£fi. *;v**^r->;v^> *^*'7 5 K3t, *;v*T^ 

Kn^f->*;V**7 5 K3£. tKn^y7W75Ki> fh?7-;H, Ci-e 
7;v=r*->#;V**-;V&;5UiX (CYZ) n CO2 H 0*>K XliCH 2 > CK SXliN 
r 1 1 (r 1 1 ti. Ci- 6 t;v^;v^ *;i>$ ;vg£3U±Ci-6T;v*rt'#*'**- 

R 1 0 X (CYZ) n CO2 H (SS'K X(±CH 2 , 0, SXliNR 1 1 (R « 
, TfcStMTs Ci- 6 7^^;vS> *^^)HXttCi-67^^;i/*^*-^H*ti*t*o 

r 1 o^t % ^;v*^^T-mm$tt7tC2-i4T i ; -^»-e**»**6BBttOt7 vn> 
[W^® 10] 

r 1 0 ^^*^^T«s^$^^c 2 -i47';-;i'* > e^)^i»^6ie®<oe9v*ny 
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J? fZ » V 9 $ ^ C i - 1 4 T V - * * «*« 6 e«o e 9 y n 

R [ ??J 1 1 \ * r 5 mm s it* c i - 1 4 7 y - **** * »** 6 e«© * ? y n 

R l f f* 1 11 * 7 5 K*C«* * *Lfc C i - 14 T V - **** * 6 tittO t? 7 

l4-?-*Llb<^ 

1 4 ] 

A (4) 

[it 4] 



R 1 2 t4, Cj-uTV-** (»Ca-i47U-^*^ Ci-eT^^ 7? 

7mmxiiT$;& (itWMfcRifT ^ y Cl - 67 J ;v ^ ;1/ * x ji c I- 6T 

R 1 3 14, Ci-e7****. 7y**^«**^Ci-3 7J^a^iC 

*l/-Ci 3 T;v^;v»xiiC2-i4T i ;-;v*^#.'*t. r 1 5 i4c 2 -i 4 7'; (#£2 

tFK* »*#7 5 K3k x;v*7* h*. 
*v*;V*^;V3£WX (CYZ) . C0 2 H ««K X14CH 2 . CK SXttNR 

(r 1 • a, d-eT;^;^ *;v5;v^4Ci-67;v^;v*;v*--;v^: 

ft*-*-*. ) ***U YatFZtt**t«i«ttlc. ^WTOttCi-37^*^** 
iu ntt<K 1> 2Zt4 3^#l*i-^o) *&awr*t*«t»«ii**t-cv**.) * 

(4 -e o » k $ =m# & &x a * *l * <o mum % » 

R i s ^ ^^yf^;i/^^->;V^e^$tL^C 2 -i4TU-;V^^>^W^l 4 IS 
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[»#3t 1 9 ] 
[ft 2 0 ] 
[»*S(2 1] 
[»*S2 2] 

5 IBmo huy tftfjL?- yv*.~f* -tStt-fb^Jo 
[»*^2 3] 

7 fB«c tf> h n y # # jl > us * - tag o 
[Iff 2 5] 

2 6 ] 

mim$^n<o\'uy##^y\'*7*-ft&imo 

2 7 1 
imam 2 8 1 

mami imm.(ovuy^^^yu±-f^-mmtM 0 
im*m 2 9 1 

8**51 1 2 |B«60 h n > tftfx.-?- yv*.zf9 -m&ttMo 
[ft 3 0 ] 

3 1 ] 

B**B 1 4 ta«o h n y yv*-7* -AHfrfbaJo 

[W#3i3 2] 

f»*]g l 5 12*cr> h u y -m^^ yv*.-?* -fiHtftofflo 
3 3 ] 

1 6 E«0 hn> i&i&z-l- yv*7? -ftmtMo 
[WffiM 3 4] 

it** 1 7 f2«o h n y tftfj^?- yist-7* -ffimtMo 
5] 

WfJfcgl 8, IM^l 9, W*^2 0> W*«2 1, W^«2 2, W*«2 3, «*«2 
4. i*«2 5, »*^2 6. W*S2 7, ft 3tg 2 8. f»»[2 9. 0. St* 

m*m3 2. W*«3 3Xt±»*^3 4Kl5«Ohn;/*-**^?->'V>k:7 B *-^ 

[W#«3 6] 

8> l*3frBl 9, 1**312 (K »*^2 1. Iff** 2 2, »*«2 3, tt*3i2 
4^ ffiim&2 5> W*^2 6, f»*^2 7. ft *31 2 8. »##2 9. IMt®3 0. W* 

m^m. 3 2 . m *?i 3 3 xim&m 3 4 Kmm<o vu> ^^y u*t -ft -m 
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[♦SMS] ^^B# 

>n^5r^>l±332f|OT5 y^^iSt'f b*-f>"e**K V-fe^-fctf-L 
T^JflL^«> g*J*tt««MSL E*#Mfi«>$Mk 

xm 2 xtf^i&tfcfcft 3 #^0 ) o 

1) ib^Si^i *) fcilM£*L-TV>£ 1 , 4 — WWA*^, 6) 

2) jUiHIJ: $BK3;KTV**#tt©BiH&ll3t* «Mfcfc**7~-l 0) 

3) ^5^^9-f> If-?-* A (Smithkline Beecham Corp) J: ») ttrv^ijf BF 

OBI^<2rPf§<&# 1~19) 

4) ^pSn a n J:^mM$^TV^art<2r# (iH»tt2 0) 

5) Roche Diagnostics GMBH J: ») ttUHS*vCV>SBR&H2tffc (#^^2 1) 

6 ) »fc J: ») tilffi § frT S BR2rW2r# (WH^tt 2 2) 

~ 4 RtmmitXWLA ~ 1 3 o ) o 
[0 0 0 5] 

HMfcttRl] 0-7 2 4 9 

B^<k^96/40750-^>7 W h 
[WlWdft 3 ] BH*#W*96/40189-^< >7UyY 

MMMC1R5] 1 - 1 4 7 7 

[#^^6 ] 1 1 - 1 5 2 2 7 

[#fF^cm 7 ] BISW2f BB»0 V07423*/< > 7 V v \ 

8 ] BRfr&H&O >7V-;h 
IWBfcfclK 9 ] BBMkH*02/059099-^< isyv-yY 
VOmXtfLl 0] HI^-2rPB^02/059100-f-^^-7lx«^ h 

1 1 1 HRK2rW*00/35446^<> 7 V ? > 
l#fr^Ci&l 2] BHS^IMI00/66112-»^>7V?» h 

l^tras* i 3 ] mwktomi/MMtt'*> 7vyy 
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1 4 

[#fr:fcii£ l 5 

mwrnm 1 6 

1 7 

[#fWtitfc 1 8 

1 9 

[#M2 0 
[§M2 1 
[#HF^2 2 
1 

mm^m 3 
m&wtjcWi 5 

stry(2000),30( 
[##lr^di£6 



st ry (2002), 32(4) p. 739-751 



stry (2002), 32(5) 



BR&HI*01/39773^<>7Vy h 
SR3tH*01/2118(r3v<:' 7 1/ y h 
gI^<&^^01/89457-^/^> 7 V y Y 

m<^mmv^u\z^>y v v y 

BB&2rH #02/085343-^:' 7 V y h 
#H2001-97948-^<S-«l 
BBR^RJ#99/11262-3v<> 7 
HI^<2r§m02/06275-^^^> 7 1/^ 
Microvasc Res 1999 :58,p. 108-113 
Circ Res 1999:84, p. 785-796 
Blood 2001:98, p. 71a 
Huaxue Xuebao (2001) , 59 (9) p. 1495-1501 

Synthesis and Reactivity in Inorganic andMetal Organic Chemi 
') p. 1265-1271 

Synthesis and Reactivity in Inorganic andMetal Organic Chemi 



Synthesis and Reactivity in Inorganic andMetal Organic Chemi 
p. 903-912 

J iegou Huaxue (2002) , 21 (5) p. 553-556 

Polyhedroon(1997), 16(11) p. 1825-29 

WmWXW \ 0] Arzneim-Forsch(1969), 19(10) p. 1721-3 
[^Mffr^tiSU 1] Structural Chemistry (1999) , 10(2) , 105-119 
m&WXWl 1 2 ] Chemical Sciences (1996) , 51 (9) , 1240-1244 
1 3 ] Chemical Sciences (1997) , 52 (2) , 237-242 

[0 0 0 6] 

mimxm-% izfrmztix vti tmnatt < , stur, mn&5-immx& *k > n > # 

[0 0 0 7] 
[0 0 0 8] 

° mm * a fe^^i 

[0 0 0 9] 

[0 0 10] 

HP*., (1) 
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* (i) 

10 0 1 1] 

D H F 

A 

itlfS^L D^^JcA^ CeT,.^ ^^^^ C ;^/ 
*lb«T?l±C! u7'J-*Stt»U EttCj-i«T';-/HS (gCi-llTV-^SB. 
Mm ?"n«?Anr*«3s N G 1 G 3 «+, G' JWG' 

t***-*«XI*X (CYZ) . C02 H «*, XttCH, O «ttNG= (G 

M « "Vn '«Si:i3S*oW F9 , t < tt«««MK»* 

MfWit:Slt4^t^^ X, ^ (2) 
[0 0 13] 
[ft 6] 

7****X»C-i4 7 'J U R l±C 5 2 " 14 T ^"f* *M 

•tt. *ft*. ^niXttNR' R 6 «+. R 5 **SJ2*f 5 ^11 

ffliE#2 003-3103294 
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a > U*^ -ttttfldH* ibn> "^ b 2?IS5S 

X&4 -e <b o ttftftft £ *3&J£# U -c^i- & JflL/h«ii#^J H 1- * & © tn& »K X, 
* (3) 

[0 0 15] 



10016] * 

[5fc«K R 7 14, C 2 -i4 7'J-;H (SC2-i4T'J->wa&J±. Ci-aT****. 7** 
«^-C«*$fLfcCi-sT^*^*, ^n^V*?, -b°i> Ci - e Tit***** 
^;v*, jMHfeXW^^* rtteWMtxtfr?^*^ Ci-67;v^^*XtiCi-6T;v 

8 t± zfcSfjK^s Ci.eTA'*^ 7y*«?-^*«3*LfcCi-s7>l'**'*XttC2-i4 
7'J-**«»U R 9 J4, XmWL*. d-67M^ 7 7fH^f^$^C 1 
,7A'*>l'*XttCa-i47V->l'****U R 1 0 »4C2-i47U-^* («C2-m7'; 
-;V**4, *fr#* 9 sfi'&. *^7U'i, *;v*7* 

T/U3*f **#-A'*XttX (CYZ) B C0 2 H Oft*, X14CH 2 , 0, SXtiN 

r 1 1 (R 1 1 t4, ac**^ Ci- 6 7;v*;v&, *;v5;v^X{±Ci- 6 t;v^;v^^*- 
) *»*U TJLCZtt^ttWBUfclc, ****XttCi-.T*** 

**«*U nt40, 1. 2X1*3 ) tttlt:«l8Wv;"CV»*. *J 

ft#J ihn >^*°^f-> V-fe 7* -«ttflSWOS«llttft, K7 7 < »***> 
> V*7*HStt^B#^fr««*tt • »« • *«^*^ Jr.* 

Lxtt?z&A>W*&1flteW't&1><D , ?*>*)* X. 5£ (4) 
[0 0 17] 

„14 H R" 
N O 



A- 



[0 0 18] ^ , _ _ 

R 1 2 14, Ca-147';-** («C2-i47';-/Hfe»*, Ci-6 7^^f^ 7y 

7Km«x{*75y« (^«^y f 7^y»{*> ci-67^*^*x»*ci-67 

R 1 3 14, 7)c^ : ?-, Ci-67**>Hk 7y*« : f-t?etfe$*tfeCi-3 7^A/3feX*iC 

M4 7V-^t*u r 1 4 {*, **ik3\ C!-67;v^;v^, 7?*«^t»s 
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mzU)V#*i/fr&, Afr*vtm> *^7 5 K3£, *;v*7 3 F*. 

*i,*n,#-**TlLVX (CYZ) a CO2 H X(±CH 2 . 0. SXttNR 

it, nl±0, U 2Xii3»no ) *fe«*M«Mfc-C«**/CV»*. ) * 
14ft*K ifn> -ffittfl^S>M*ttfl^ "/a K7^*L< ti-e 

[0019] 

ft HBW2rHi*99/ll262^0 7 V? h (#«P*ft2 1) . *01/3458&*^ ✓ 

7V vY (^ttU) ®.U ? S^H^02/49413^> , 7 W > (#itttl8) 

B»&IW99/1126^>7V9> «W#*2 1) . ■»»IMI0V3468&»/tV7l/y 
> (#^f 13) S.y f @5^^02/49413^'>'7V-7 h 8) OfBm^ 

[0 0 2 0] 

ft- 0 #44* l"nj t±y;v^;v^r RJ !4>fV* TsJ tt4r*>^U-* rtj fi*-~>* 
TcJ tt->*n* ToJ TmJ ti> ^ TpJ li^9**l*U TPhJ (±7 

TPyJ iiif'Jy^ TNaphthylJ t±^"7^;w TMeJ TEtJ tt-x^/i/ 

. rprj ayne^ tbuJ »-rf-^**i*"t*o 

i-r°44LA, B, D. E, G 1 . G 2 > G 3 . R 1 , R 2 , R 3 , R 4 , R 5 > R 6 » 
R 7 , R 8 R 9 , R 1 0 , R 11 , R 12 , R 13 , R 14 , R 1 5 WR 1 6 

[0 0 2 3] 
[0 0 2 4] 

Ci _ 3 7^*;H1:LTB> EfU $N£XteC 3 ->^a7;V^M^WtU 
<, ^*>K n-^ntf;W i-^n tf )VRTfc-7v * Ci-«7 

Kim*.. n-^;v> i-y^^> s-t^;k t-:/*->K c-t^;k i^f^-^n 2 
Ll-v^f-^-n-^nt^K l,2-^^f^-n-ynE , ;K 2,2-vV f-;V-n-7"n f 
f-V-c-^/K i,2-^^^;v-c--/nvf;K 2,3-v> f^-c-^n tf/K nffl/-c-^n 

N 3-^^-;v-n-^>^;v. 4-p«^;v-n-^>^;K i,i-v^>v-n--/?-;K i,2-s^f-;v- 
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n-7^;K l,3-^^-n-7^W 2,2-S>^Wn-7^;K 2, 3->V ^-n-^K 3 
Vne;K 1.2.2- b'^f^n^ i-xfW-^^-^e)H-x^-2- 

jv . c ^>fj>, i-xfjv- c -yf;v, 2-xf;v- c -/f)v, 3-^;v- c -:/^;k 1 ' 2 "^ 

^/u-c-^K l.S-v^V-c-T^K 2>^f^^K 2>^^Y f 

ynlf;wc-yni£;w 1-i-^n e;v-c-7"n fcT;v. 2-i-7*nfc;v-c-^ufc;K 1,2,2- h 
■j^^c-^eK l,2.3-h';^^^-c-^ni£;K 2,2,3-h'^f ^-c-^^K 1 

-xfM-^JN-^n^v, 2 -^^;wi->^^-c--/ntf;w, 2 -^;v-2-^*-c- 

_ofx;n, 3--f>^;i/^ 5 6-^7- 

o-tf^v.n^ ^7x-^»> p-^xx^v* i-7Vh^;vi ; 2- 

2-7>; ;v^. 3-7';;v«. 2-e?~;vik 3-1^-;^ 4-fc7-**, 1- 
m 5^7.;^ l-e?-/'^*, 4-tf7y*v;v®, 2 

_Vt'/V;V*, 4-f7'/'J^ 5-f7V'JjVS, 3-^fVf7'/'^i> 4--f 

V f7^;v*, 5— fv*-ryy>Hk 2 ;v*. 4 -**^/';^ > 5 

v*v;v^ 2-trv^;v^ 3-tfv 4-t?v^v3^ 2-^7^*, 2- 
4-e^^^> 5-^5-/^ . 4- 

e-j^x^ 2-1, 3, 4-m^7^)H6, 2_1 iL "Sr^ 7 

3-1. 2. 4-**WT^)>vm, 5-1, 2, 4-Wv77 3 
-1 2 4-f7^7yj;Vi, 5-1, 2, 4-f7^77'J^ 3-1, 2, 5 
-tWW/'J;V»M3- 1, 2, 5-f7^7 1 /'J>iWtf^So 

^ 3 -^>>/7^x:;v^ 4 -^y777XJVi > 5-^>-V77-^i> 6 ' 
yy=-)^ 7-^^/77x;H, i-^v^^^yx^ 4 "/^^ 7 !' 

5-^v^>7*7 7X^ 2-^W7^~^*. 3-^>7fx-;H, 4- 
/^Vfx^i, 5 -^/^-^> fi-^/'/fx^i, 7 _^Wf-^^ 
^ ! _.f ys^V?-^-;V^ N 4-^7^V7*fxx;vi N 5-^7^>7*fxx;H 
2-*n^;vg, 3-*n^~;v^ 4-*n*i/Hfe, 5-*n.*~;v&> 6-* 
n*x:;v3&, 7-*^-,^ 8-*cm~;v3£, 1 V K V v-;^ 2 -£> K 
3-r/K'J^-^ 5-r/K'J^JH> 7 
-xfvKUi;-;v^ 8-^>KVyxfl/*, 1 -'f V >f > KV 2-<<V<<>\>V 
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turns a-4v4>vv»** s-'fvr/K'Ji^ i-^kv**, 
vS 5-f>Ku^*, ^l^^V 

A^A^t: 5-«>w»*. 7 -^/y** i- 

I-t-^;^ 3-7";-**. 6-t^;v*, 7-t»;^|, 8- 

% l-7vl;v>v^ 5 -<y*;vn<^ 7 "^^d ; ^ 
1; 8 4v*7V**, i-^^^ 5-7*9*=** \'VV%% 

J 1_ 2 7 -t7f'Jy^VS> 3-2. 7-t7fV^V^ 4-2, 7-7"7 
?Vi4k 1-2, 6-t7f'i^ 3-2, 6-t7f'Jv^ ; 4-2 

?V>-^*, 4-1, 7-t7fV^ 5-1, 7""^ "} 
f -t^V^^ 3-1, B-t7f9^ 4-1 

k 6-1 5-t7f;^», 7-1, 5-t7f'J^^ 8-1, 5-7^7 
*y^ik 2-*7**V^V* 5-*7*^V^i£> e-*,**.^**, 

4-^7-^;-^, 6 -**? ; r*£ 

7-^y^;v£, 8-**vry->u*, 3-^>^J^*> 
l-ZZs')-*,** 6-^/V-;v*. 7-/^'J^i, s-v^/U^;^, 

tn^;vi, t;7^n^f^ ^?7^Dif^ 1, l-^7;v^n 
2, 2-v^7Moxf;vi, A7?7)Vtn7nf;HW(f^^o 

7- h * 1. 1-** f ;w n -7-n #* V'^rfi^"* ^J- 
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; v^- i,3-^^^;v-n-y b * 9 s% frX-fr* 2,2-v> ^;v-n-^ h * 

2 3-i?>f^-n-/h*^A/l'^-JK 3,3-S^ f-JV-n-^ b ^-JK 

-V h * -> * >K 2- 3-?-)V-n--7 b^v* ;V**-;K 1. 1. 2-Y 1 )* J-fr-n-W 

# * -> * ;v **- 1-^^ ;v-2-^ ;v-n- 7 n *° * v * ;v ;w^^tf b ft & o 

[0 0 3 2] ^^^^ 
ttiMfcA, R 1 . R 7 WR 1 2 ©jEPSLWMWUfcLTtt, TBBKtfa«0«tfc*'C'tt 

*«tfc**Lfc7*->Hfe, (2-^~;v*. 3— , 7';;v& 

i (2-^/'j;H, 3-*^j;H, 4-^;v;vi, 6-^yu;v 

4v*svji>&> 4-'fv*>"JA'^ 5-'fy^r^v;H, 7- 
^fy^yj;^ 8--f V**) *q$»f&*L*o 



-inl, 7^i, Ci - e 7^^*T?I3ft5^75 ^36. Ci - e 7;V* 



fiSA^ R 1 , R 7 WR 1 2 ©#fc&*Lv>*»«fcL-C»±. TfafcfB®Og&* 
(2-7'J;H, 3-7>j;H) . evry-A/* 4-tfV 



^*^^tfj|$^7^i, 7Km*> Ci - 6 7 /W S*Lfc3fc»* 

, Ci-6 7;v^;v77^**-^-eg^$tL^7Km*S.y f c i - s 7;v*;v#fl"K-;i^ 



«^As R 1 . R 7 RVR 1 2 <D%lZ&KftZ L^&foMt LTli, 3-^;V-7 

4-^f^-7x-;H, 3, 4-y>^;v-7^-;v*, 3 - t -7<f-)V- 

7x^)H, 4 _ t _7f;i/-7i-;Vi > 3- >V 7fl/*n^f ^/-7*-^ 4- 

F'j7Kn^f;v-7x-;vi, 3, 4-^h'J7;v*a^f;v-7x-jvi, 3—^ 
dd-7x-^ 4-^nn-7x-)Vt, 3-3-K-7xiJVi, 4 - 3 - K - 7 
^ - )vm, 3-7Wn-7x-;H, 4- 7 ;vtn-7x-;H, 3, 
7xi^ 3, 4-^3-K-7x^l, 3. 4->*7Hn-7x^;H, 3-- 
ho-7xi;H, 4--bn-7x^i, i-t7f;vMy f 2-t7f;Hi^ 

[0 0 3 7] 



[0 0 3 3] 



[0 0 3 4] 



[0 0 3 5] 



[0 0 3 6] 
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fMD, R 3 * R 9 ^R 1 4 <^»t LWMfcflflfc Ltli, **->Hfe. -z-^v 

[0 0 3 9] 

m „ e<j^-^ . ey^/nfe (2- 

trv^;v^ 3-k"')y>i, 4-t?vv;v*) > *yy/Hfe 3-* 
yj 4-^/'J;H> 5-*>";^*% 8-* 
;ij;vi) (l-'fy^f/v^*, 4->fv* 

5-^v^;v^ 6-^fv^/y;H> 7 - >r y * y; ^36, 8-yyf 

[0 0 4 0] 
[0 0 4 1] 

^&^R 4 vXWKftt h^&QMt LTI±, TIB^IB1Roit«iafe-C«»$*tyj:7*-^ 
^ f-i-^ag (2-^~;v^ 3-^-1--;^) > 7'j;vi (2-7>j;^ 3-y 
1; a/*) % tf '; ^y^jvi ( 3 - tf 1; /y-jn, 4 - tf y 2U>*tf >; 

(2-tf;~yn^ 4-f'Jy>i) *«*»f?>*t*o 

[0 0 4 2] 

[0 0 4 3] 

, > (2-7V^ 3-y; 

. (3-e'j /yiiua^ . (2 

3-tfy-?/Hf, 4-tf;v/i/») , (2-*y;/Hfe. 3- 

*y;;va^ 4-*>"J^ 5-*/'J;vi, 6-*>"J^ 7-*y;;v^. 8- 
^;v.)vi) xo^fv^y y/Hfc (l-Wy^y;;^ 3 ->rv*y u /H* 4--fv 
*y;;v*, 5-fv*/"J^ 6-yy*y;;v^ 7->fv*>"J^ 8--fy 

[0 0 4 4] 

fti:*;v^y;v^ ***>Bfe3k *^7§Ki, y;v*75 

tKn4ry*^7$ t Kn*y^)l/*7 5 K*, CH 2 CO2 H, OCH 

2 CO2 H. NH C H 2 CO2 H, C H 2 C H 2 CO2 HRtff b?'/-^ 
[0 0 4 5] 

(2 3 „ (2-7'J^ 3- 

7 U /Hfe) ^ tf 'J ^ ( 3 - e U fy^iH, 4 - tf 'J ^v?~;i^) tf V V)\> 

m ( 2 - 1? 1; -y 3 - tf u 4 - tf y -y;i/&) a*w & ti& . 

[0 0 4 6] 

tt&S : * ;v v * ;v * vfs, * y * yfi> # ;v #7 s K^. y >u * 7 ^ 
KS, HKn + y*^7U*S, KKn*^^*7? CH 2 C0 2 H> OCH 

2 CO2 H, N H C H 2 CO2 H, C H 2 C H 2 CO2 HJIff h? 4 /-^ 
[0 0 4 7] 

g^R 1 5 ofcFU; Lv^Mfcfllfc LT«, 7lcttfc36XW r 7 5 a tftt****^^ 

tzTIBtw|Btto«Jfcl63^fca»dr*t*ttJftafe-C*Jft$ttfeyi-^*, ^jr.- (2-f- 
-x.-;i^ 3 , 7U;vi ( 2 - y V 3-y; /Hfe) ^ tf >; yy~;i/ 

m ( 3 - tf 1; ^-y~;v&, 4 - tf u ^v-;nfe> , tf v -y;H£ ( 2 - tf 1; 'j?vm, 3 - tf 
ijy>s, 4-fv^vs) s *y;/u* (2-^y;;v*, 3-*/'^*. 4-*y 
v>Hfe, 5-*y;;v&> 6-*y;;v&. 7-*y;;v*> s-^y;;^) x^v 

ffi|iE# 2003-3103294 
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6 _ / f V ^yjA'S, 7->f y;vifc, 8->f v*y;>Hfe) #^»ffe 

[0 0 4 8] 

#»"J^>^> *x*>m^> #;i"FTS Kft. x;v*T5 

KS> U'o^y*^f7? KS, tKD^^W? CH 2 CO2 H. OCH 

2 C0 2 EU NHCH2CO2H, CH 2 CH 2 C0 2 HXlff h?'/-^*, 
[0 0 4 9] 

- ( 3 _ t? y 4 - e u y y ( 2 - 1? y 

3-tryy^»> 4-try^;v^) jW»ffe^*o 

[0 0 5 0] 

K^. KKD**/*^#T5 K^. tKn^^W7< K^. CH 2 CO2 H> OCH 
2CO2H, NHCH2CO2H, CH2CH2 CO2 HMrf^/-^ 
[0 0 5 1 ] 

[0 0 5 2] 

1) RHK ;MR2£TMHft3*tfcC2 - 1 4 T'J-A'i-e*** (2) t|E^4^9V 

XM*t£tf>?#Mt>o 

[0 0 5 3]- _ 

2) R 4 ^, NR 5 R 6 R 5 S-t^R 6 tt^-tL^jW&fcK. tK^Tn 

4 T y _;v^-e*>^^: (2) fi$w^7yow» *M*©i«*ttfl^ ^ n 

[0 0 5 4] 

3) rH^ *«afe-c«jft$*Lfe7i-^afeX*±ey s^afc-e***: (2) T-ies*u>fc 

a&Xii^frfc^Sft^o 
[0 0 5 5] 

4) R 4 #\ N R 5 R 6 (aSt. R 5 25.tFR 6 ii^-^-P^^^. jfc**^ 
[0 0 5 6] 

5) R**«, TKBafe-eHtft*^^- 31 -^^ 7'J;V«XI^V^^^t?*.SlS: (2 
[0 0 5 7] 

6) R 4 ^ N R 5 R 6 (3£»K R 5 S.th*R 6 tt^ftWBfcfcfc. *3RM?s 

, Ci-6T;v^;^Xi±Ci-6T;V'^;i'*;i"K-^ ! S:^im-r^o ) TMMfcSfLfc*-*-*' 
7y ;vfex&tfV ^-;v3fe-e&&3$; (2) -e^Wtfy/nvjb^ 

[0 0 5 8] 

ffiffiE# 2003-3103294 
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7) R 1 0 ^ X (CYZ) „ CO2 H (5£«K XfiCH 2 , 0> SXtiNR 1 1 (R 1 

nfiO. 1, 2Xtt3**«t*. ) «Jfc**LfcCa-i4TU 435 (3) T?3£ 
[0 0 5 9] 

8) R 1 0 X (CYZ) n C0 2 H (:£*> X(iCH 2 , 0, SXIiNR 1 1 (R 

niiO, 1> 2 3l(i3mtSc ) -C«3ftSixfe7*-^XtttfU^^*^**^: ( 
3 ) X-mztiZ tf^yn >l*b£-^ i^©SfM#> ^° K?7/*U< 14 

[0 0 6 0] 

9) R 10 ^ ? n X (CYZ) n CO2 H XttCH 2 > O, SXtiNR 1 1 (R 

4o ) ***U Y2&tfZtt**LW3!fc£fc. Tjc^^XtiCi-sT^^^^mi^L^ n 
140. 1, 2Xfi3 **i*-r*« ) -e«&$*L*r?-i~;V^ 7'JJHXtttf'Jfy-;v 

^-e& ( 3 ) tiz tf 9 vn wb-a-ft. tt-fb^flboESEHttfr. ^ D K9 ? 

[0 0 6 1] 

10) r 1 0 ***;v**^r>';v^-cslR$^C2-i4T i ; -/Hfe-e^aS; (3) -emzfrz 

[0 0 6 2] 

1 1) r 1 0 w^#*i/^itt »$tifc7x-^ixi4e'j y;vi-e*sis (3) -e 
^$tL* e^yo >it&w, mit&yiwEMm&ft; 7 < 

[0 0 6 3] 

12) R 1 0 ***^^'>^3fe-e«3ft$*tfe^i-^lfe. 7U^*3LtttfV^^-^*t? 
* ( 3 ) *l* tf 9 ^<b^> ttfb^W^SSEIMSifl^ 7oK5 7^L< 

[0 0 6 4] 

13) R 1 0 #**;v*^mST-S&$*L*:C2-i4TU -/1/3bVC**5£ (3) -C^Sfr&tT 

SffiXf4^ft&<0i#&*D%o 
[0 0 6 5] 

14) R 1 0 ^7>;v*^'m*■e«m$^t7t7aL^;^*X^±tf , ; (3) 
[0 0 6 6] 

15) r 1 tiM^-fr^ ~7 u ;v«J4 tr y ^ 

-e <z> Em ft k $ *l# £ *kx i± -e *t o % « 

[0 0 6 7] 

16) R 1 0 7&«*^*vBftlfe-C«tft$*tfeC2-i4Ty->Hfe-e*>a* (3) X-&2iv&\s 
[0 0 6 8] 

17) R 1 0 ^ * Vgli-eti^ ii 1 7 x - ;ViXli t* 'J VA>mrQlbl>&, (3) "C* 

ttifjE#2 003-3103294 
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# $ tt# & »4 «€■ *t O W o 

1 9)° R 1? °°L;v^T5 K^trSm^^^C 2 -i4T , ;-^*-C*)^^: (3) T?^^^^> 

[0 0 7 2] 

2 1) R 1 0 tf*fl'#T$ K*t'tt$^fi-^S> 7U^*XtttTU^^-^*7 

(3) •C«$*L*tf9Vn>fl:'fr», *-fb^W©E**tt#> ^oK?ym< 
t± O E£ £ t4 O o 

[0 0 7 3] 

2 2) R 1 0 ^^t7? K3fe-C*ife$*tfcC2-i4TU-^»t?**S: (3) T?*S*t* 

# s & x tt •€■ & o mmm ® . 

[0 0 7 4] 

2 3) R 1 0 W;v*7 5 K«-Ctt»§*Lfe7i->v3feXt4lfV^/l'**C**^ (3) "C 
2 4 )° R 1? ° 5 tf* ;v*75 ttfe^i- 7 D /H£JU4 tf V ^V - /l^T? 

2 5^)° ° Kn^->*^f7? K*^iHfc**l-^C2.i4T V -^*^**5* (3) 

K##£:M&*«:&»4*frfeO*J«*Q»o 
[0 0 7 7] 

2 6) R 1 0 Ka^->*^*75 K3fe-eflHfe**tfe7 *-^3feX»4 tf V y^*-C** 
[0 0 7 8] 

27) Ri o Kn^V*^7? K&T?g&£ sUfc*-"*'** 7 U ^fcXIi t? V 

(3) -e^^k'5^nWk^ »^«KZ)S3EJWSfr, 7*n K? 

[0 0 7 9] 

2 8) R 1 0 #tKn^^;V*7 5 K2&-Cg&£*L;fcC2-i4 7 U -;V»t?*>^^ (3) 
Kfp#£ =M#&J!OJ4-e*L<b oi#g£»o 

2 9)° R 1$ ° Kn*^**7 5 K3feT?flt»$ttfe7*-/H&Xtt^U ^JHfe"^** 
* (3) t*$K4e?/n>m fcft^OMWttfls ynK?ym<l« 
<7)g^fi<Jlwf^#$tt#*^Xt4^tLibO?#^^o 
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10 0 8 1] . ^ 

3 0) R 1 0 * J kFn^^;v*7? H**C1Iife 3 

[0 0 8 2] 

3 i) r 1 0 h 9V-;v*T-M^$^7tC2-i4T 1 J -;v^t*&&5£ (3) -caE$fL* 

[0 0 8 3] 

3 2) r 1 0 tf*-r h9V-;vS-efi^$tL^7i-;v*Xti^ 1 J y^*-c**jft (3) t- 

flf# $ =M§ * IX t± * ft. <b CO M» o 
[0 0 8 4] 

3 3) R 1 f7/~ ;vitf^$fL/;fx^ 7 «J JV&Xti U ^ v - fr&f* 

h%>& ( 3 ) T^Sft-a fc* 7 Vn y-ffrg-ft, grtfc-^coS^ttfl^ "/n K7 ? ^ L < 

[0 0 8 5] - * 

3 4) R 1 5 i)K X (CYZ) n C0 2 H XttCH 2 > 0> SX&NR 1 6 (R 

, n {±o. i> 2Xt43 znvfc-tz>o ) s.y ? 7jcm*-egm$tL^c 2 -i4T , ;-^-e^^ 
mm ft fctfw £ ft# & j&x t± -t ft & o » 

[0 0 8 61 

3 5) R 1 5 tf*> X (CYZ) „ C0 2 H (:£*> Xi4CH 2 > 0> SXtiNR 1 (R 

■r*o ) tML, Y&l7Zt4>eft^ft$d£K. #if«T0l*iC 1-3 7******1*1* 
N n(±o. 1, 2Xtt3**i*1-*o ) S.U ? 7Km»-e^^^7^-;vSX{±^ 1 ; V* 
(4) -et^^^^VnWb^ Rfb^OSSESttfl^ ^^^f 

[0 0 8 71 

3 6) R 1 5 X (CYZ) a C0 2 H (:$+> XliCH 2 > 0> SX&4NR 1 6 (R 
1 6 {4, 7fcflM^\ Ci.eT^^*, fc^^X-iCi^******-****!* 
■T*o ) ***U YRZfZ \±ZtL?t^&tLK, *mm?-XteCi-3T)V*)V&Z&ifcL 

, n{±o, 1 % 2x«3*«i*-r*o ) xayna-etiisiifcfi-^ ^v^afcx. 

iiu'V^y^^i^SS (4) -C^Sft* e5 4 /nWt^5, K-f&£»<0S3E#H4fl^ 

[0 0 8 8] , fi / 

3 7) R 1 5 X (CYZ) n C0 2 H (5*^ XJ4CH 2 % 0. SX.4NR 1 6 (R 
1 6 {4, 7fcHlH\ Ci- 6 T;v^;v*. *^5^afeX»*Ci-e7>i'*/l'*^#-^**** 

, nliO, 1> 2X143 *i§ti*1-£o ) SIFT? /*^g&SftfcC 2 -i4 7 V -JVlTefc 
(4) tSH4if5^^m *ft#|oS»tt#, ^oK7";^KB 
*oE&fi&fctt#*ft#**SXtt*ftfc^*fl^tto 

[0 0 8 9] , f , 

38) R 1 5 7&*. X (CYZ) n C0 2 H (:*+> Xf4CH 2 , 0> SXtiNR 1 6 (R 
1 6 (4. Ci-6 7;v^;v^ *;vs;vi£X.4Ci-6 7;v*;v#;v**- ****** 

> n&40. Is 2X14 3 **P#-t& 0 ) S.t>*7 5 y*T?tt»3ftfc7*-**Xtttfy v 7 

;v&-e&&5£ (4) T~^$ft& tf^nWb^tK ©E^ftttfl^ ^^-^ 

tBSE#2 003-3103294 
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£ L < t± ^ ift K W # $ a# & i&X tt •€■ tt fb <D teffinto o 

3 9)°R l9 * X (CYZ) n C0 2 H XliCHz , 0, SX&NR 1 6 (R 
, niiO, 1, 2X1*3 MB***. ) »t) f T5>'*t?«l*^"^ ^'iffS 

4 0)° R 9 * Tfcmifc, TUi, ~ h oIS^ny^^ItfWiM^ 

[0 0 9 2] 

4 l) R 1 5 tK1«, 75^S^ ihnSfeR^n^viR^iOatfttSitift^rr 
[0 0 9 3] 

4 2) R 1 5 7Km^. 75;i, - > ni^o^>^i >)iimStM^ 

k# s frfc^i-^ik 7y**xtt^ u ^??->uafe-c**5S: (4) 

[0 0 9 41 r* \ A \ 

4 3) R 2 -yf^tf t$ti^C 1 - 3 7^^^*^ 1 ) > 2) . 3) . 4) 
[0 0 9 5] 

4 4) R 2 Ki- e T)V*)V&X*$>%> 1) . 2) . 3) > 4) , 5) fciBttO 

4 5) 0 R'#**"C**1) . 2) . 3) . 4) , 5) XJ*6) ? VnWfrfr 

[0 0 9 7] 

4 6) r 8 #7 ymm^-ew&zfrtzc 1 - 3 7;v*;v*-efc* 7) , 8) , 9) , 10 

) . 11). 12). 13), 14), 15), 16), 17), 18), 19), 20 

), 21). 22), 23), 24), 25), 26). 27), 28). 29). 30 

) , 3 1) . 3 2) Xi*3 3) \,z%5M<D\£<7VuZ'ft&®, tfrffrfrfc^MJItt'** b < 

l± V O g^g ft # § =M# * ti i&ftftft o 

[0 0 9 8] , . , 

4 7) r 8 #Ci-6 r;v*;v*-e&& 7) , 8), 9), 10), 11). 12). 1 

3) . 1 4). 1 5). 1 6). 1 7). 1 8). 1 9). 2 0). 2 1). 2 2). 2 
3). 24). 2 5). 26), 27). 2 8), 29), 30), 31), 32) XI* 

'fthmxtez^h (ommm % e 

[0 0 9 9] 

4 8) R 8 a***-?** 7). 8). 9). 10). 11). 12). 13). 14). 

1 5) . 1 6) . 1 7) . 1 8) . 1 9) . 2 0) . 2 1) . 2 2) . 2 3) . 2 4) . 

2 5), 2 6), 2 7), 2 8), 2 9), 3 0), 3 1). 3 2) Xt* 3 3) KfcttO 
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[0 1 0 01 

4 9) R 1 3 ^7-;f^tf^$tif;Ci-3 TJ^JVi^* 3 4) , 3 5) , 3 6 
) , 37), 38), 3 9) , 4 0), 4 1) X»4 2) HfBtt© tT9 Vn yft&W, R 

it&m <d l < « * *> e* «» k s * »* «€■ *t o mm mm . 

[0 10 1] 

5 0) R 1 3 # S C i — 6 7;V*;V^T-&& 34), 35), 36), 37), 38), 3 
9) , 4 0) x 4 1) X&4 2) iz&M<DV? > Su>ft&® > |Wk'fr4fc03L3Klltt#^ L 

[0 10 21 

5 1) R 1 3 a 1 ***?** 34) , 35) , 36) , 37) , 38) , 39) , 40) , 

4 1) 3U44 2) KI!*©tf9V , n><f&frW, ttft'fr»©SJE*tt#5Brt<tt*©IS*fl9 

[0 10 31 

5 2 ) R 3 ri***^"?** 1) , 2) , 3) , 4) , 5) , 6) , 43) , 44) XIJ 

4 5) tEtoe5'/n »<k««OSIE*ttflt*rL<»i-€-oE*ttK:tt t ***t 

[0 10 4] 

5 3) R 3 ^Ci-6 T**^*"?** 1) , 2) , 3), 4). 5), 6). 43). 

4 4) Zii4 5) KC*©l£?Vn>'f&frW, Rfttf»OS3K*tt#lrt < tt*©ISI5«l 

[0 10 51 

5 4) R 9 ^SUTPe**?) , 8), 9), 10), 11), 12), 13), 14 
), 15), 16), 17), 18), 19), 20), 21), 22), 23), 24 
), 25), 26), 27), 28), 29), 30), 31), 32), 33), 46 
) , 4 7) X&4 8) i:fa«0^7 7n>M^, RffrfrfcoMJlttfleB L < &*<r>m 
*«l»r»»$*v»4«[X«±**L€»0#«l»I»o 

[0 10 6] 

5 5) R 9 #Ci-6 7;V*;V*T-&& 7) , 8) , 9) , 10), 11), 12), 1 
3), 14), 15), 16), 17), 18), 19), 20), 21), 22), 2 
3), 24), 25), 26), 27), 28), 29), 30), 31), 32), 3 
3) , 4 6) , 4 7) X»±4 8) KfBScO tf 9 Vn ift^ftOSflft^L 
< J±^OE*tt^i^#§^4«Xtt-€-*tfeO»SI|t«Ii»o 
[0 10 7] 

5 6) R 1 4 ^ytaJfJR^T?** 34), 35), 36), 37), 38), 39), 40 
), 41), 42), 49), 50)X*i51) KlBttO W '/n mk-&®JV> 
SJEHttfr^f L < li*<9E*fi9fctt#Sft4&*ttXtt*fr&<B»^*o 
[0 10 8] 

5 7) R 1 4 #Ci-6 7;v^;VS^-?. 34), 35), 36), 37), 38), 3 
9), 40), 41), 42), 49), 5 0 ) 3U4 5 1 ) KSMftO *? 9 7n Wt^tk 
mttem <D S3£»«H** L < tt tf> E* tt 2 =M# £ (4 *l 6 O o 
[0 10 9] 

5 8) R 1 ifiC i - 6 7/l/*>HfeT?«!feS*i.fcC2 - i 4 7 , J-^3feT?**5 2) Xti 5 
3) IcfBmotf^VnXb^, »-fk'fri»OSSE*14#j&U<{±^OEj(S»^M s #$^ 

[0 110] 

59) r 1 ^ci - e T)\'*n'm^m&z*ifc7*-fr&xtevvyfr&"?$>z> 52) x 

(453) £SB*© k'77n viK&m. i^fe^S^ittfti t < tt-e-OE&WfcttSFS 
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[0 11 1] 

6 0) R 1 fCi - e T;v*;i/^-e®m£tLfc?-^;^ 7 'J n^Xfifc? V ^-jvlfe 
T?2>& 5 2) X(i5 3) lC|fi«<oe9VnXb^. m^^^MM'&^X, <\t^(T> 

[0 112] 

6 1) R'Ki - 6 7;v^;Htft$W:C 2 - i 4 7'J-^it*^5 4) Xt± 5 
[0 113] 

6 2) R 7 Ki-e T^^^-e^^^^^-^^titf; >>;Vg-C&£ 5 4) X 

1*5 5) KiBig^if^vn^b^-^ mit^(r>^Mm^mL.<^(ommm\m^ 

[0 114] 

6 3) R 7 Ki-6 T^^r^T-M^^tL^^J.-;^ 7'J;HX(it:'J^^;H 
E^ffj ^# £ mxti nt/o 

[0 115] 

6 4) R 1 2 #Ci - 6 T;V*;v&-ett&£'*L*:C2 - i 4 TV 5 6) Xfi 

5 7 ) K%m.<?) ^yn wb^-tk ^b^<7)s^i4#^ l < tt-tomiswfcW 1 ^* a 

[0 116] 

6 5) R 1 2 #d - e T;v*;v*^fi&Sftfc7i-;v^Xt*tf V^>v&t?&£ 5 6) 
XH 5 7 ) KffliRO If^/o Wb-g-tK f^b^OMJItefl^ L < itzvmmwfcffm 

$ tt# & tax it *■ ft h <o mmm m „ 

[0 117] 

6 6) R 1 2 t6 s c i-6 7;^;v*TiH?^fx-;v*> 7'J»'*Xttlf , ;^-A' 
&t?a& 556) X*± 5 7 ) H|B*0 tT v /n Sfrffc£'«»<D2L3g*tt4fcg L < it-t 

[0 118] 

6 7) R 1 ^ny>^fj|$tLfcC2 - i 4 7'J-JVi-ei^5 2) Ili5 3) K 
[0 119] 

68) R 1 **^n^»>JH^--c«tfe$*tfc7i-^afXi±tTU 5> 5 2) Xtt 5 3 

[0 12 0] 

6 9) R 1 **^ny>®^-e«jftS*Lfcf-J.-A/»^ 7';;V*X«^V 

5 2) Xt± 5 3 ) KfE«0 e?7n Wb^tK L < 

k $ tm z mxt± a h (omwmm* 

[0121] 

7 0) R 7 1P^xir>m.=f-X"WMZftfrC2 - i 4 TV -/Hfe-C&* 5 4) X»i 5 5) 
ISm^tfvVnXb^. fMt^©ES5#Mk*5grL< tt^oElfcflafctt^Srt^aifcX 

[0 12 2] 

7 1) R 7 *»^n^^Jg^-T?flljft$^7*-^Xf4^y Vn/»T?*4 5 4) 5Lt± 5 5 

) K!5t&<£> t'7yn ^b^^>a^i*#^t < \tz:<Dmm&}ii"ft®z*m2> 

[0 12 3] 

72) r 7 i^^u^ym^mM^fttz^^^^^ 
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[0 12 41 . 

7 3) R 1 2 ^nyvE^fflftSfrfcC 2 - l 4 7'J 5 6) Xtt 5 7) 

[0 12 51 

7 4) R 1 2 ^An^yiK'it^^^x-^iimf'J 5 6) Xl± 5 

a &x »± -e *l «b o &tt?n ft o 

[0 12 61 

75) r 1 2 ^n^^i^-cuftsti/sf-i-^ 7';;v^Xf±t?'jr^-;v^* 

4 5 6) X»±5 7) ^IB^e^VD^^ft, »flS^«>E«*tt#*L < tt^OES* 
[0 12 71 

76) R 1 ^7-7f^tf^^:Ci - 3 T 3 ftfcC 2 - 1 4 7 v — 

;v&-t?& £ 52) 5 3 ) i~fem?> e 9 Vn Wfr&W. i^^OSlEitt^ L, < t± 

*<BlSH»fctt#$ft^3^tt*ftk^*^W° 
[0 12 81 

7 7) r 1 **7ymj^T--cem$tL/cCi - 3 7;v*;v^T®&$ftfc7^->»'*Xf±fc 

[0 12 91 ^ 

78) r 1 j^ySKffi^-eiKftSJLfcCi - 3 T;v*;^t?e&$*L*:^-;v^ 7 V 

;viXliifV^^-e*S5 2) Xti5 3) H|B*Otf9Vn WK^ft, me&m<0 
SSEHtefleg U < « o EH W tw # S ft# ^ i&X t±^-tb«b<^ JliWtlo 
[01301. 

79) r 7 ^^atiic^-cflMftSftfcc 1 - 3 7 ft-fcc 2 -htv- 

;vg-e&£ 5 4) Xt±5 5) K|B*©tf?V , nWt£-«N «Efls-fr»051«*tt#*t<»± 

[01311 „ . . 

80) R 7 #7 7Wef«$^Ci - 3 7 ^^f ^tf 7 x - ^SXIi t 
V 4 5 4) Xte 5 5 ) KE«© tf 9 7n >it&®, L 

< a -e ^ mm ® k ^ § ft# * ^x a -t ft t> » 

[0 13 21 * , 

8 1) R 7 #7 7«^-et^$W > :Ci - 3 T^^^i-eBIJ^fx^^ 

^ifex»±tfu rs>=- 5 4) xi±5 5) niBmotf^voWb^-^ mc^m<r> 

[0 13 31 

8 2) r 1 2 ^7^tn^t^$^Ci - s 7;i'*;i'&T?«&$*i/sC2 - i 4 7 1 ; 

[01341 

8 3) R 1 2 #7 7iSK*fi?^Ci - 3 7i^iHttft?^fc7i-;HXli 
[0 13 51 

8 4) R 1 2 ^7 7fE : f"ef«i$^Ci - 3 7;v*;v»T-mm$*i*:^-;v&s 7 

ij /H££tt ^ U & 5 6) Xte 5 7 ) fcSBtt© tf 9 7a Wfc^tK fMfrfrft 
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[0 13 6] 

8 5) R 1 t5 ? Ci - 6 T;v^r;mt?@m$*tfc7K^t?©^$n^C2 - l 4 7'J-;i^ 
f*4 5 2) Xfi 5 3 ) HIBmo tf 7 Vn fM&fr«r©M*tt#;B L < (i^O 

gm» Kims tL#^mx(i-e^'b <t)?#w^o 

[0 13 7] 

5 2) Xt±5 3) \Z.Wffi.<0\*7*Su>it&m, »-ffc'fr«^)SSElltt#*L< tt 
[0 13 8] 

8 7) R 1 ffc i-6 7 ;v * 2ti?z7km&r~W& ^fttz^-^=- ^y/nt 
Xtitf U ^^-^afet?abS 5 2) Xl±5 3) tcfaStOe^ Vn 5"ffrfr4(K IMOSlg 

[0 13 9] 

8 8) R 7 Ki-e 7;V*;V^T*®m£fr/c7kM^T-©t&£ti£C 2 - i 4 T'J-^i 
-Cab&5 4) 3Z.J4 5 5) fcf 5 Vn Wb£-«J* i^^tlWSt^ttff L < k±^:<D 

[0 14 0] 

8 9) R 7 #Ci- 6 7M $ *Lfc*gftafe-e*ifc jvmxi* tf 'J v 
^Ife-e** 5 4) Xtt5 5) i:lBf^e7VD>^, m^m<DSM^m^ L < f± 

[0 14 1] 

9 o) R 7 #Ci-6 7;v4r^T®^$tL^7Km*-^sm$^^i-;v3£, 
Xi4tf; ^^/Ulrc** 5 4) X(±5 5) KfBm^tf?:/n Wb^tK Ijt^tKDSf 

jitt^ l < I* «€■ o bus as k # # $ tL# & a -5- ft ib <o mum m 0 

[0 14 2] 

9 l) R 1 2 #Ci - 6 7;v*;i^T'«&£fr£7Km^g&$*ifcC 2 - i 4 TU-;v 
*W5 6) Xi45 7) fcSBftotf^V'n Wfrfr*. ^b^^S^M14#^ L < J4* 
O ESS ft k wem £ *t# * 14 -5- *t e> 0?#SfD^o 
[0 14 3] 

9 2) R 12 Ki- 6 7M ^*t?«!fe $ *tfc;Mfclfc-c«fc $ tLfc 7 * - frmxii tf y 
^>W3£"e*4 5 6) 3U4 5 7 ) fclBtto tf 7 «/n >"fb-g-$K RflS-MfcOSJEI^ttfr* L < 

[0 14 4] 

9 3) R 1 2 i-6 T^*^3£-c«jftS*t/i*Hllfe-c«3fe$*Lfef 1 J.-^lfe, 7'J;v 
*Xf4ev^y-^3fe-C*4 5 6) 3ZJ4 5 7) fclBttO tf 9 7n Wb^%. iM©S 

t < t4 -e o & k $ a &x « * *l o »jfn m o 

[0 14 5] 

9 4) R 1 #Ci - 6 T^*^36t?«3ft$*t*:T5 y*-e«3ft$^feC2 - l 4 

5 2) 304 5 3) CSl*Oi;5 7n>iT:^ WtofrfcoMJIttflESL < 14* 

o ex h n apg $ tm %> &x »* -e ft & o 

[0 14 6] 

9 5) R 1 ti?C i - 6 7;v*;i'&t?g&$*tfc7 3 y*t?tt^$tt^7i^;v^Xt4eu 
y^ai-e** 5 2) X1453) KlBfiO tf 9 7n 5"ffr£i»K ^b^tKOI^Ittff L < 
J4*oE*WKW#$*t»*tt[Xt±'€-*Lfe<OTgF«EfO'»o 
[0 14 7] 

9 6) r 1 i - 6 r )\s*)i>mx~uWkZtitz7 $ y mx-u^ztitz^^-fr^ yv^ 

36X14 tf'; ^y-;i/3|-c£;& 5 2) 3U4 5 3) KiEm^tf^Vn Wb^s i^^s 
0E*t3H*SBL < {4^oE^fi9^^#$tt#S^X»4-?-ttJbco^^^o 
[0 14 8] 

9 7) R 7 - 6 7;v^;^t?fi|fe$ft3t7 5^lfe-e©jfe$ttfeC2 - i 4 7U-;v 
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3£-c*s 54) x(± 5 5 ) kib«*> ^7 '/n mt&m ©s^iftf* t < 

</> E % ift $ *t# 3 & *t <b CD fttttt ft o 
[0149] 

9 8) r 7 #Xi - 6 7;v^;v**efi^$ttfeT5 ys-efjft^iifc^i^^iXfitfv 

10 15 0] 

9 9) R 7 j&*Ci - 6 7;V^JVit*lt$^7 ? ^S«$^^f ^-^^ 7'^ 

^-/Hfe"?** 5 4) Xt±5 5) HlB«OtT9Vn SM®S 

[0 15 1] 

10 0) R 1 2 *«Ci - 6 7;V^;V*-C®^$tL^T5 y&TMt&SfrfcCa - i 4 TV 
- 5 6) Xl± 5 7 ) fcfBtt© tf 9 '/n RflteWOS&lltefl^ L < 

[0 15 2] 

10 1) R 1 2 t5 ? Ci - 6 T;v^^*-eTO$tL^r^ ;itft$^:7x-^i3lli 

t < {± -e- <o mm & iz £ tt# & i± tt iif n* «, 

[0 15 3] ^ 

102) R 1 2 ^Ci-e T;v^;v^sm$ttriT5 frfcf-J.-^*, 7 

^3feXI±tf U 5 6) Xtt 5 7) ClB*©tf5'/n>ft^ ttffr&ft 

[0 15 4] 

10 3) r4 ? Ci-6 7 ^ # /i/ n^-ee& $ fhtz^m&xwn 2 frfr C 2 - 1 
4 T rj-,v^-e&&5 2) X*i5 3) HlE«©l;'7y*n>Mi, 

[0 15 5] 

mxit *r u y ^at-c* s 52) xt* 5 3 ) kib«o tf 7 v n 

[0 15 6] 

105) r 1 1 - 6 T)v*)v*)i<#-)v&x-m&zixtz?i<M&x~m&2tifc^^-jy 
^ y y )^mxn u ^v-;v*tr*^ 52) xt± 5 3 ) kib*o e 9 7n m 

[0 15 7] 

10 6) R 7 Ki-6 T^*^*^#— A'*^«*** t fe***' T? **** t3feC 2 - 1 

4 7 ij-^i5 4) zt±5 5) t:ia«©tr7v*D>Mli, ij^»o2fitt# 

[0 15 8] 

10 7) R 7 - e T/l/*^**'*-^*"^**^***^***^' 7 *^ 71 ' 

IZtik , 'Jy>St^^5 4) X&5 5) fcgB**> 1? 9 '/n M^Cilti 

[0 15 9] 

10 8) R 7 Ki-6 7^*^*^#-^*^«tft*^*BMfe^«**^^"" x - ;l/ 
[0 16 0] 

1 0 9) R 1 2 A s Ci - e TA'*>l/#^#-A/||f-e*»**Lfc*«afe«ft*tL]feC 2 - 
i 4 7 y 5 6) 3U4 5 7) f:|J«Otf? , /DVft'&*, BtffrMtr«>»*tt 
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1 11' V' TV*.**^****^^^* 
/ufcXtt U 5> ;v*-e& £ 5 6) Xf± 5 7 ) fciBtto tf 7 V n >it&®. mt^m<OSM 

[0 16 2] 

111) R 1 2 #*C i - 6 T;v^;v*^**-;v»t?®3ft$tL/i7KBS^"e«^$^'^- x - 

tt-fb^oESEHttflE* l < »* * © gas w k $ ^ * «x»± * e> o»«*n«o 

[0 16 3] 

112) r 1 t6 ? c i - 6 7;v*fl'#>vjj?-/i^"eB&$ftfc7 5 y ft*: c 2 - 

[0 16 4] 

113) R 1 i-6 7;^ ;^ )v*'-;Htf t $ Jit 7 ? ; itf 51$ 7 x- 

Vfr&tibZ 5 2) Xl*5 3) HfBmotfvV*n>-fk^%, ttffrfrfcOS* 

[0 16 5] 

114) R 1 ^Ci - e 7JV^^*;V^-^*"Ce^^^^ 75 
[0 16 6] 

115) R 7 Ki-6 7^*^#-A'* , el»5*i'fc7?>'lfe , ClJft**LfcC2 - 

! 4 7U-;HW5 4) Xt±5 5) \zBM<0\£?Vu>tt>&m. »<k-&»OSSS*tt 

[0 16 7] 

116) R 7 i ? Ci-e 7^^*^-^*ft**^75>'*'et!l5^7*- 

^*x«tru ^^at-c** 5 4) xj±5 5) cfBt^e^ynv^, Kft^WOS* 

[0168] rf 

117) r 7 7& s c i-6 7;v^;v*^sK-^"^g^^^^ 5 /*r-ft$jifcfi- 

7 U ;v^X(± t: U 7 *J 554) Xt± 5 5 ) tf 9 Vn 

[0 16 9] 

118) R 1 2 i - 6 7;v*>v#;v^;v&-ei£&$*L*:7 5 ^*t?iHfc*^Ca 

_ j 4 T ij-;v3gt?*«g) 5 6) Xti5 7) fcSMRO tf 9 m\&WSM& 
L < l± * O ft £ £ ft# 5 it-tixh (ofS-ma %0 o 
[0 17 0] 

119) R 1 2 - 6 T/l'*/!'* J 1 -*: 7" 5 ^^S^*^" 7 ^ 
-^IfXtitrvV^afe-eab* 5 6) Xt*5 7) fcHB«W>e?ynW&fr*K 8ft-fr**>2 

[0171] 

12 0) R 1 2 /6 S C i - 6 7^^^*^^^itfi$tLfc7 5 ftfc^ J- 

- pi/®, 7 >; ;i/*XJ± tf 'J ^-;v*-efc* 5 6) Xfi 5 7 ) KfB«c<o tf y Vn vffrfr* 

10172] , 

12 1) R 1 #Ci - 6 7^^^*^^^i"C'ft$^:C2 - l 4 7 V 

5 2) Xtt5 3) ClBttoe^VnXb^W, *ft^©£*JWH** t < l^^iiK 

iz $?m- £ ft# ^ liZtibV mM%a%9o 

[0173] . . 

122) r 1 >6 s c i-6 r frtf-fr&^B&zftfc? 
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[0 17 4] 

12 3) R 1 i - 6 T^^^^^^-^^tt^^^^^-^^ 7V;V^Xti^ 
i; ^>^;v^-c*&£ 5 2) Xt±5 3) KlB^O Vf v V*n ><b^%> !M©SfItt# 

=g t < it * <n> mm & k ire $ tt# £ itx t± *t h <d mmm m » 

[0 17 5] 

12 4) R 7 tJ ? c i - 6 T;v^r;v*;v^-;v^-eft^$tL^c 2 - i 4 T'J-JUt*^ 

[0 17 6] 

125) r 7 #Ci - e T^*^*>i'#->Hfe'C«!ft**»'^7*->i'*X*i^y 9 J*mrc 

&£5 4) Xii5 5) KfBfOtf^ynWb^^ «tofr»©53EJ*tt#* t < li-5"©i 
[0 17 7] 

12 6) R 7 7& S C i - 6 7 ttti7x--Ji'1lB, 7'J;v3IXIit: 

gt< i±^Og^&fcBre$ft#&&X&^fr^^^o 
[0 17 8] 

12 7) R 1 2 t5 5 Ci - 6 T^*^*^^— ^3fet?*tfe$ttfcC2 - i 4 T'J-^-e* 
1,56) X(± 5 7 ) fcSB«tf> er/n Ift^ftWl'^ltt^ L < *±*OE£ 

[0 17 9] 

12 8) R 1 2 #Ci - 6 T^*^*/m f -^*^*tfc$*T.fc7i=-^lfeX*±^U 
-C&&5 6) Xti5 7) fEft (7) n 0 7 V n > > iMlJ«5tItt#iL<»^^ 
gm&K§re$*t#£^Xf**fr^&l&ftl%o 
[0 18 0] 

12 9) R 1 2 **Ci - e 7 ;v^f ^ * ^ ;Htf H$ ^/tf x^;H, 7Vfr&Xlt 

L<ttfoE*»lc are £ *l# 2>i%.Xl**rtib<D ftttft % «, 
[0181] 

130) R 7 . R 8 , R 9 WR 1 0 ^JUHT^^-r^l^t-IBftoa*^*?***^**^ 
[0 18 2] 
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125 Qlb H Me Q3f 

126 Qlb H Me Q3g 

127 Qlb H Me Q3h 

128 Qlb H Me Q3i 

129 Qlb H Me Q3j 

130 Qlb H Me Q3k 

131 Qlb H Me Q31 

132 Qlb H Me Q3m 

133 Qlb H Me Q3n 

134 Qlb H Me Q3o 

135 Qlb H Me Q3p 

136 Qlb H Me Q 3 q 

137 Qlb Me H Q3a 

138 Qlb Me H Q3b 

139 Qlb Me H Q3c 

140 Qlb Me H Q3d 

141 Qlb Me H Q3e 

142 Qlb Me H Q3f 

143 Qlb Me H Q3g 

144 Qlb Me H Q3h 

145 Qlb Me H Q3i 

146 Qlb Me H Q3j 

147 Qlb Me H Q3k 

148 Qlb Me H Q31 

149 Qlb Me H Q3m 

150 Qlb Me H Q3n 

151 Qlb Me H Q3o 

152 Qlb Me H Q3p 

153 Qlb Me H Q 3 q 

154 Qlb Me Me Q3a 

155 Qlb Me Me Q3b 

156 Qlb Me Me Q3c 

157 Qlb Me Me Q3d 

158 Qlb Me Me Q3e 

159 Qlb Me Me Q3f 

160 Qlb Me Me Q3g 

161 Qlb Me Me Q3h 

162 Qlb Me Me Q 3 i 

163 Qlb Me Me Q 3 j 

164 Qlb Me Me Q3k 
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215 Qlc H H Q3k 

2 16 Qlc H H Q3 1 

217 Qlc H H Q3m 

218 Qlc H H Q3n 

219 Qlc H H Q3o 

220 Qlc H H Q3p 

221 Qlc H H Q3q 

222 Qlc H Me Q3a 

223 Qlc H Me Q3b 

224 Qlc H Me Q3c 

225 Qlc H Me Q3d 

226 Qlc H Me Q3e 

227 Qlc H Me Q3f 

228 Qlc H Me Q3g 

229 Qlc H Me Q3h 

230 Qlc H Me Q3i 

231 Qlc H Me Q3j 

232 Qlc H Me Q3k 

233 Qlc H Me Q31 

234 Qlc H Me Q3m 

235 Qlc H Me Q 3 n 

236 Qlc H Me Q3o 

237 Qlc H Me Q3p 

238 Qlc H Me Q3q 

239 Qlc Me H Q3a 

240 Qlc Me H Q3b 

241 Qlc Me H Q3c 

242 Qlc Me H Q3d 

243 Qlc Me H Q3e 

244 Qlc Me H Q3f 

245 Qlc Me H Q3g 

246 Qlc Me H Q3h 

247 Qlc Me H Q3i 

248 Qlc Me H Q3j 

249 Qlc Me H Q3k 

250 Qlc Me H Q31 

251 Qlc Me H Q3m 

252 Qlc Me H Q3n 

253 Qlc Me H Q3o 

254 Qlc Me H Q3p 

255 Qlc Me H Q 3 q 

256 Qlc Me Me Q3a 

257 Qlc Me Me Q3b 

258 Qlc Me Me Q3c 

259 Qlc Me Me Q3d 

260 Qlc Me Me Q3e 

261 Qlc Me Me Q3f 

262 Qlc Me Me Q3g 

263 Qlc Me Me Q3h 

264 Qlc Me Me Q3i 
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Qlc Me Me Q3j 

Qlc Me Me Q3k 

Qlc Me Me Q31 

Qlc Me Me Q3m 

Qlc Me Me Q3n 

Qlc Me Me Q3o 

Qlc Me Me Q3p 

Qlc Me Me Q 3 q 

Qlc CF3 H Q3a 

Qlc CF3 H Q3b 

Qlc CF3 H Q3c 

Qlc CF3 H Q3 d 

Qlc C F 3 H Q3e 

Qlc CF3 H Q3 f 

Qlc CF3 H Q3g 

Qlc CF3 H Q3h 

Qlc C F 3 H Q3i 

Qlc C F 3 H Q3j 

Qlc CF3 H Q3k 

Qlc CF3 H Q3 1 



2 6 5 
2 6 6 
2 6 7 
2 6 8 
2 6 9 
2 7 0 
2 7 1 
2 7 2 
2 7 3 
2 7 4 

2 7 5 

2 7 6 

2 7 7 

2 7 8 

2 7 9 

2 8 0 

2 8 1 

2 8 2 

2 8 3 

2 8 4 

285 Qlc CF3 H Q3m 

2 8 6 
2 8 7 

288 Qlc CF3 H Q3p 

289 Qlc CF3 H Q3q 

290 Qlc C F 3 Me Q3a 

291 Qlc CF3 Me Q3b 

292 Qlc CF3 Me Q3c 

293 Qlc CF3 Me Q3d 

294 Qlc CF3 Me Q3e 

295 Qlc CF3 Me Q3f 

296 Qlc CF3 Me Q 3 g 
2 9 7 
2 9 8 

2 9 9 

3 0 0 
3 0 1 



Qlc CF3 H Q3n 

Qlc CF3 H Q3o 



Qlc C F 3 Me Q3h 

Qlc C F 3 Me Q3i 

Qlc C F 3 Me Q3j 

Qlc C F 3 Me Q3k 

Qlc C F 3 Me Q 3 1 

302 Qlc CF3 Me Q3m 

303 Qlc CF3 Me Q 3 n 
3 0 4 



306 Qlc CF3 Me Q3q 

307 Qld H H Q3a 

308 Qld H H Q3b 
3 0 9 Qld H H Q3 c 

310 Qld H H Q3d 

311 Qld H H Q3e 
3 12 Qld H H Q3 f 
313 Qld H H Q3g 
3 1 



4 Qld H H Q3h 
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© 365 Qld Me Me Q3h 

366 Qld Me Me Q3i 

367 Qld Me Me Q3j 

368 Qld Me Me Q3k 

369 Qld Me Me Q31 

370 Qld Me Me Q 3 m 

371 Qld Me Me Q3n 

372 Qld Me Me Q3o 

373 Qld Me Me Q3p 

374 Qld Me Me Q 3 q 

375 Qld CF3 H Q3a 

376 Qld CF3 H Q3b 

377 Qld . CF3 H Q3c 

378 Qld CF3 H Q3d 

379 Qld CF3 H Q3e 

380 Qld CF3 H Q3 f 

381 Qld CF3 H Q3g 

382 Qld CF3 H Q3h 

383 Qld CF3 H Q3i 

384 Qld CF3 H Q 3 j 

385 Qld CF3 H Q3k 

386 Qld CF3 H Q3 1 

387 Qld CF3 H Q3m 

388 Qld CF3 H Q3n 

389 Qld CF3 H Q3o 

390 Qld CF3 H Q3p 

391 Qld CF3 H Q3q 

392 Qld CF3 Me Q3a 

393 Qld CF3 Me Q3b 
3 9.4 Qld CF3 Me Q3c 
395 Qld CF3 Me Q3d 
3 9 6 Qld CF3 Me Q3 e 

397 Qld CF3 Me Q3f 

398 Qld CF3 Me Q3g 

399 Qld CF3 Me Q3h 

400 Qld CF3 Me Q3i 

401 Qld CF3 Me Q3j 

402 Qld CF3 Me Q3k 

403 Qld CF3 Me Q3 1 

404 Qld CF3 Me Q3m 

405 Qld CF3 Me Q3n 

406 Qld C F 3 Me Q3o 

407 Qld CF3 Me Q3p 

408 Qld CF3 Me Q3q 

409 Qle H H Q3a 

410 Qle H H Q3b 

411 Qle H H Q3c 

412 Qle H H Q3d 

413 Qle H H Q3e 

414 Qle H H Q 3 f 
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415 Qle H H Q3g 

416 Qle H H Q3h 

417 Qle H H Q3i 

418 Qle H H Q3j 

419 Qle H H Q3k 

420 Qle H H Q31 

421 Qle H H Q3m 

422 Qle H H Q3n 

423 Qle H H Q3o 

424 Qle H H Q3p 

425 Qle H H Q3q 

426 Qle H Me Q3a 

427 Qle H Me Q3b 

428 Qle H Me Q3c 

429 Qle H Me Q3d 

430 Qle H Me Q3e 

431 Qle H Me Q3f 

432 Qle H Me Q3g 

433 Qle H Me Q3h 

434 Qle H Me Q3i 
4 35 Qle H Me Q3j 

436 Qle H Me Q3k 

437 Qle H Me Q31 

438 Qle H Me Q3m 

439 Qle H Me Q3n 

440 Qle H Me Q3o 

441 Qle H Me Q3p 

442 Qle H Me Q3q 

443 Qle Me H Q3a 

444 Qle Me H Q3b 

445 Qle Me H Q3c 

446 Qle Me H Q3d 

447 Qle Me H Q3e 

448 Qle Me H Q3f 

449 Qle Me H Q3g 

450 Qle Me H Q3h 

451 Qle Me H Q3i 

452 Qle Me H Q3j 

453 Qle Me H Q3k 

454 Qle Me H Q31 

455 Qle Me H Q3m 

456 Qle Me H Q3n 

457 Qle Me H Q3o 

458 Qle Me H Q3p 

459 Qle Me H Q3q 

460 Qle Me Me Q3a 

461 Qle Me Me Q3b 

462 Qle Me Me Q3c 

463 Qle Me Me Q3d 

464 Qle Me Me Q3e 
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© 465 Qle Me Me Q3f 

466 Qle Me Me Q3g 

467 Qle Me Me Q3h 

468 Qle Me Me Q3i 

469 Qle Me Me Q3j 

470 Qle Me Me Q3k 



471 Qle Me Me Q31 

472 Qle Me Me Q3m 

473 Qle Me Me Q3n 

474 Qle Me Me Q3o 

475 Qle Me Me Q3p 
Qle Me Me Q3q 
Qle C F 3 H Q3a 
Qle CF3 H Q3b 



4 7 6 
4 7 7 
4 7 8 

479 Qle C F 3 H Q3c 

4 8 0 
4 8 1 
4 8 2 
4 8 3 
4 8 4 
4 8 5 
4 8 6 
4 8 7 
4 8 8 
4 8 9 
4 9 0 
4 9 1 

492 Qle CF3 H Q3p 

4 9 3 
4 9 4 
4 9 5 



Qle C F 3 H Q3 d 

Qle CF3 H Q3e 

Qle CF3 H Q3 f 

Qle C F 3 H Q3g 

Ql e CF3 H Q3h 

Qle C F 3 H Q3i 

Qle CF3 H Q3j 

Qle C F 3 H Q3k 

Qle CF3 H Q3 1 

Qle CF3 H Q3m 

Qle C F 3 H Q3n 

Qle CF3 H Q3o 



Qle C F 3 H Q3q 

Qle C F 3 Me Q3a 

Qle C F 3 Me Q3b 

496 Qle CF3 Me Q3c 

497 Qle CF3 Me Q3d 

498 Qle C F 3 Me Q3e 

499 Qle CF3 Me Q3f 

500 Qle CF3 Me Q3g 

501 Qle CF3 Me Q3h 

502 Qle CF3 Me Q3i 

503 Qle CF3 Me Q3j 

504 Qle CF3 Me Q3k 
5 0 5 Qle CF3 Me Q3 1 

506 Qle CF3 Me Q3m 

507 Qle CF3 Me Q3n 

508 Qle CF3 Me Q3o 

509 Qle CF3 Me Q3p 

510 Qle C F 3 Me Q 3 q 
5 11 
5 12 
5 13 



Ql f H H Q3 a 

Ql f H H Q3b 

Ql f H H Q3 c 



514 Qlf H H Q3d 
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515 Qlf H H Q3e 

5 16 Qlf H H Q3 f 

517 Qlf H H Q3g 

518 Qlf H H Q3h 
5 19 Qlf H H Q3 i 

520 Qlf H H Q3j 

521 Qlf H H Q3k 

522 Qlf H H Q31 

523 Qlf H H Q3m 

524 Qlf H H Q3n 

525 Qlf H H Q3o 

526 Qlf H H Q3p 

527 Qlf H H Q3q 

528 Qlf H Me Q3a 

529 Qlf H Me Q3b 

530 Qlf H Me Q3c 

531 Qlf H Me Q3d 

532 Qlf H Me Q3e 

533 Qlf H Me Q3f 

534 Qlf H Me Q3g 

535 Qlf H Me Q3h 

536 Qlf H Me Q3i 

537 Qlf H Me Q3j 

538 Qlf H Me Q3k 

539 Qlf H Me Q3 1 

540 Qlf H Me Q3m 

541 Qlf H Me Q3n 

542 Qlf H Me Q3o 

543 Qlf H Me Q3p 

544 Qlf H Me Q3q 

545 Qlf Me H Q3a 

546 Qlf Me H Q3b 

547 Qlf Me H Q3c 

548 Qlf Me H Q3d 

549 Qlf Me H Q3e 

550 Qlf Me H Q 3 f 

551 Qlf Me H Q3g 

552 Qlf Me H Q3h 

553 Qlf Me H Q3i 

554 Qlf Me H Q3j 

555 Qlf Me H Q3k 

556 Qlf Me H Q 3 1 

557 Qlf Me H Q3m 

558 Qlf Me H Q3n 

559 Qlf Me H Q3o 

560 Qlf Me H Q3p 

561 Qlf Me H Q3q 

562 Qlf Me Me Q3a 

563 Qlf Me Me Q3b 

564 Qlf Me Me Q3c 
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6 15 Ql g H . H Q3 c 

616 Qlg H H Q3d 

617 Qlg H H Q3e 

618 Qlg H H Q3f 

619 Qlg H H Q3g 

620 Qlg H H Q3h 

621 Qlg H H Q3i 

622 Qlg H H Q3j 

623 Qlg H H Q3k 

624 Qlg H H Q31 

625 Qlg H H Q3m 

626 Qlg H H Q3n 
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H H Q 3 x 

H H Q3 y 

Qlm H H Q3z 

Qlm H Me Q3v 

Qlm H Me Q3w 

H Me Q 3 x 

H Me Q 3 y 

H Me Q 3 z 



3 6 0 
3 6 1 
3 6 2 
3 6 3 Qlm 
3 6 4 Qlm 
3 6 5 
3 6 6 
3 6 7 
3 6 8 Qlm 
3 6 9 Qlm 



3 7 0 Qlm 

3 7 1 Qlm 

3 7 2 Qlm 

3 7 3 Qlm 

374 Qlm 

375 Qlm 
3 7 6 Qlm 



Me H Q 3 v 

Me H Q3w 

Me H Q 3 x 

Me H Q 3 y 

Me H Q 3 z 

Me Me Q 3 v 

377 Qlm Me Me Q3w 

378 Qlm Me Me Q3x 

379 Qlm Me Me Q3y 

380 Qlm Me Me Q3z 

381 Qlm CF 3 H Q3v 

382 Qlm CF3 

383 Qlm CF3 

384 Qlm CF3 

385 Qlm CF3 

386 Qlm CF3 

387 Qlm CF3 

388 Qlm CF3 

389 Qlm CF3 

390 Qlm CF3 
3 9 1 Q 1 n H 
3 9 2 Q 1 n H 
3 9 3 Q 1 n H 
3 9 4 Q 1 n H 
3 9 5 Qln H 
3 9 6 Qln H 
3 9 7 Qln H 
3 9 8 Qln H 

3 9 9 Qln H 

4 0 0 Qln H 

401 Qln Me 

402 Qln Me 

403 Qln Me 

404 Qln Me 

405 Qln Me 

406 Qln Me 

407 Qln Me 
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4 0 8 Qln 

4 0 9 Q 1 n 

4 10 Q 1 n 

4 11 Qln 

4 12 Qln 

4 13 Qln 

4 14 Qln 

4 15 Qln 

4 16 Qln 

4 17 Qln 

4 18 Qln 

4 19 Qln 

4 2 0 Qln 

4 2 1 Q 1 o 

4 2 2 Q 1 o 

4 2 3 Q 1 o 

4 2 4 Q 1 o 

4 2 5 Q 1 o 

4 2 6 Q 1 o 

4 2 7 Q 1 o 

4 2 8 Q 1 o 

4 2 9 Q 1 o 

4 3 0 Q 1 o 

4 3 1 Q 1 o 

4 3 2 Q 1 o 

4 3 3 Q 1 o 

4 3 4 Q 1 o 

4 3 5 Q 1 o 

4 3 6 Q 1 o 

4 3 7 Q 1 o 

4 3 8 Q 1 o 

4 3 9 Q 1 o 

4 4 0 Q 1 o 

4 4 1 Q 1 o 

4 4 2 Q 1 o 

4 4 3 Q 1 o 
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4 4 5 Q 1 o 

4 4 6 Q 1 o 
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558 Qls Me Me Q3x 

559 Qls Me Me Q3y 

560 Qls Me Me Q3z 

561 Qls CF3 H Q3v 

562 Qls CF3 H Q3w 

563 Qls CF3 H Q3x 

564 Qls CF3 H Q3y 

5 6 6 Qls C F 3 Me Q3v 

567 Qls CF3 Me Q3w 

5 6 8 Qls CF 3 Me Q3x 

Qls C F 3 Me Q3y 

CF3 Me Q3z 

H H Q 3 v 

H H Q 3 w 

Qlt H H Q3 x 

H H Q 3 y 

H H Q 3 z 

576 Qlt H Me Q3v 

5 7 7 Qlt H Me Q3w 

H Me Q3 x 

H Me Q 3 y 

H Me Q 3 z 

Me H Q3v 

582 Qlt Me H Q3w 

583 Qlt Me H Q^* 

584 Qlt Me H Q3y 

585 Qlt Me H U a z 

586 Qlt Me Me Q3v 

587 Qlt Me Me Q3w 

588 Qlt Me Me Q3x 

589 Qlt Me Me Q3y 

590 Ql t Me Me Q3z 

591 Qlt CF 3 H Q3v 
5 9 2 Qlt CF 3 H Q3w 
593 Qlt CF3 H Q3x 
5 9 4 Qlt CF 3 H Q3y 
5 9 5 Qlt CF 3 H Q3z 

596 Qlt CF3 Me Q3v 

597 Qlt CF3 Me Q3w 

598 Qlt CF3 Me Q3x 
5 9 9 Qlt CF 3 Me Q3y 

CF3 Me Q3z 

H H Q3 v 

H H Q3 w 

H H Q 3 x 

H H Q3 y 

Qlu H H Q3z 

Qlu H Me Q3v 



5 6 9 

5 7 0 Qls 

5 7 1 Qlt 

5 7 2 Qlt 
5 7 3 

5 7 4 Qlt 

5 7 5 Qlt 



5 7 8 Qlt 

5 7 9 Qlt 

5 8 0 Qlt 

5 8 1 Qlt 



6 0 0 Qlt 

6 0 1 Qlu 

6 0 2 Qlu 

6 0 3 Qlu 

6 0 4 Qlu 
6 0 5 
6 0 6 

6 0 7 Qlu 



H Me Q 3 w 
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6 0 8 Qlu 

6 0 9 Qlu 

6 10 Qlu 

6 11 Qlu 

6 12 Qlu 

6 13 Qlu 

6 14 Qlu 

6 15 Qlu 

6 16 Qlu 



6 19 Qlu 
6 2 0 Qlu 
6 2 1 Qlu 



6 2 3 Qlu 

6 2 4 Qlu 

6 2 5 Qlu 

6 2 6 Qlu 

6 2 7 Qlu 

6 2 8 Qlu 

6 2 9 Qlu 

6 3 0 Qlu 

6 3 1 Q 1 v 

6 3 2 Q 1 v 

6 3 3 Q 1 v 

6 3 4 Q 1 v 

6 3 5 Q 1 v 

6 3 6 Q 1 v 

6 3 7 Q 1 v 

6 3 8 Q 1 v 

6 3 9 Q 1 v 

6 4 0 Q 1 v 

6 4 1 Q 1 v 

6 4 2 Q 1 v 

6 4 3 Q 1 v 

6 4 4 Q 1 v 
6 4 5 

6 4 6 Q 1 v 

6 4 7 Q 1 v 

6 4 8 Q 1 v 

6 4 9 Q 1 v 

6 5 0 Q 1 v 

6 5 1 Q 1 v 
6 5 2 
6 5 3 
6 5 4 
6 5 5 

6 5 6 Q 1 v 



H Me Q 3 x 

H Me Q 3 y 

H Me Q 3 z 

Me H Q3v 

Me H Q3w 

Me H Q3x 

Me H Q 3 y 

Me H Q3z 

Me Me Q 3 v 



617 Qlu Me Me Q3w 

618 Qlu Me Me Q3x 



Me Me Q 3 y 

Me Me Q 3 z 

CF 3 H Q3 v 



622 Qlu CF3 H Q3w 

C F 3 H Q 3 x 

CF 3 H Q3 y 

CF 3 H Q 3 z 

CF3 Me Q3v 

627 Qlu CF3 Me Q3w 

C F 3 Me Q3x 

CF3 Me Q3y 

630 Qlu CF3 Me 08. 

H H Q3 w 

H H Q 3 x 

H H Q3 y 

H H Q 3 z 

H Me Q 3 v 

637 Qiv H Me Q3w 

H Me Q 3 x 

H Me Q 3 y 

H Me Q 3 z 

Me H Q3 v 

642 Qiv Me H Q3w 

Me H Q 3 x 

Me H Q 3 y 

Qlv Me H Q3z 

Qlv Me Me Q3v 

647 Qlv Me Me Q3w 

Me Me Q 3 x 

Me Me Q 3 y 

Me Me Q 3 z 

CF 3 H Q 3 v 

6^2 Qiv C F 3 H Q3w 

Qlv CF3 H Q3x 

Qlv CF3 H Q3y 

Qlv C F 3 H Q3z 

CF3 Me Q3v 

6 5 7 Qlv C F 3 Me Q3w 
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2 6 5) 131) xmzhz h is ^-fp-mmtMo 

[0 3 2 8] 

2 6 6) 1 3 2) -e&SfLS h o ^-^^V-ty^-f&^b^Jo 
[0 3 2 9] 

2 6 7) 1 3 3) ti2> h o >Hr^ -fiHfcfltfflo 

[0 3 3 0] 

2 6 8) 1 3 4) ■C&SftS hn>#^ji^yHr-/^-flHt'fk#J e 
[0 3 3 1] 

2 6 9) 1 3 5) 2 6 8) ct?M^X« ( 1 ) > 5fc ( 2 ) , 5£ ( 3 ) XJ±5£ (4) 
[0 3 3 2] 

2 7 0) 1 3 5) 2 6 8) ©*ff*LjWUi3*; (1) , A (2) , A (3) XttsS (4) 

Jfo/MRif#-JWo 
[0 3 3 3] 

*&W<oi& (i).5*(2).5*(3) Xii^: (4) "e^§*L*-fb^»*±. jjhtosss 
lift t r vr 9 v- ^ ^ >f ■/-csqSE-r & i t fcjn x.r$^^ & v» « -e jiffto*tt 

[0 3 3 4] 
[ft 1 5 ] 

i^o" - — ^io" 



A orR tor7«rt2 .A. 
4 SSEAtt | 



•orR 1 



,ior7ori2 



I 

DorR toflw . w " want—." Ij / 



DorR io*ori4 H EorR 4ortc " 15 DorR SorSor v M " 7 E<** or10w1S 



■0- 




[0 3 3 5] 

(1) > S* (2) „ 5$ (3) Xfi5$ (4) 7?^$*L*tf9yn>ft^-i»«v> 

[0 3 3 6] 

(1) , 5£ (2) . g£ (3) Xf±5£ (4) -C^SftSft^tott. <&Hfc/£C 

> MW7^it©ii wif^^o (mm. *ft7K^m> 
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[0 3 3 7] 

WkT&1~2>Jj&l$, $JxJf Design of Prodrug (Elsevier, Amsterdam 1985) KfE«£ ftTV> 

7 y y&MTjs 7DK7 7^fcLT#i:^L^7y;i/t^ytLT i±-0C0C 2 Hs , - 

OCO(t-Bu) , -OCOCi 5H3 1 , -0C0(m-C0 2 Na-Ph) . -OCOCH2 CH2 C0 2 Na, -0C0CH (NH 2 )CHa , -OC0CH 2 N( 

ch 3 ) 2 %¥&&ifbti& 0 *&m*j&j&-rzik&voiPT$ ymz^-t&m&ii, 

K&i Lv^TS K t Ltti, -NHCO(CH 2 ) 2 oOCH 3 ,-NHCOCH(MH 2 )CH 3 €»*l* 0 

t Lt#}:|ff L^OIi^f ;vx^r;K j^;i/ji*x;i<'& ti&o 
[0 3 3 8] 

&mt, m^mu u^rwn, wmu mm> %m, ^^y^m^^omn^m, m. 

fam-z osnt-*-* * e -r^t>%, mun^tmn^mmu 
mwvk m&M, mmn, mmm, nm%u =i-T^^^m^^<omM^^.m-tz^t 

[0 3 3 9] 

#at*AO»^s «P3W**v>tt||[»rtia:^.-ctt0. 1-10 0 0mg/t h/HSK, 
att^J-eO. 0 5mg~5 0 0mg/tl>/Hg||^So £ Kb ©tt(i$ < 

[0 3 4 0] 
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[0 3 4 1] 

rtOKa;(2),gJt(3) XJisS; (4) tf 9 Vnyft^^ ^ (3) 

e9Vn>ft^t«Kf*tf, JSLTO«i&j*tcJ: t) Kit"** £ <h#^?§ 
[0 3 4 2] 

[<tl6] 

V **Yt — V — 

(I) GO (ID) 




[0 3 4 3] 

tf^Vn^dlDii^o^tci O^T'i* (Syn.Comm20 (20), 3213 (1990). Chem B 
er 59,320(1926). Monatsh.Chem 89, 30(1958) & £*) 0 Mx-MT p — T h iXr /Wfg (II) 
K7y>i (R 7 NHNH2 (I) *?%<om Zmm^X-Mffi-tZ ZtbzXY) KfcZ 

ujit>^7y;v^5'f K (R 9 COC1) ( ( 

R 9 CO) 2 0) KJ: OTv-MkL (iv) H> ^fytn^MJtf'J^A^T 
iam-t^^t^ifi.zx ij 7V-^<£S1--Sc: tt?4-r->;i'- 5-t K n ^ -> t? 9 y- ;v 
(V) mit#-Ci5o 4 -*;i/S;v- 5 -fc Kn*i/fc?9V-;Mi (V) (R 9 = 

H) It, tf9 Vn>(IH)S:POC l 3 -DMF"?KfcZ*t%> Z t% ¥IZ£ 

T'#<So iti?)i:tK7'7Ki (R 1 0 CONHNH2 (VI) **<D1&) fc&ffKJ&CT 

[0 3 4 4] 

I) y^'fef y ? aU-^'fya >X,2 8 (7) 1223-123 1^-v? (1 
998^) (Synthetic Commun. , 28 (7) 1223-1231 (1 
9 9 8)) 

2) Vv—f-fr *-r yfxf^- 1225^-y (1 9 4 8) (J.C 

hem. Soc. , 1225 (1948)) 

3) S> v"^*;v Vtxf^-2 8 3 M-y (1 9 5 2) (J.Ch 
em. Soc. , 2831 (1952) 

4) Bffit^mo 3/7 3 2 8-f-/N°>-7 b 

5) B#-ft£fe*8K8 8t5f 7 3^-y (1 9 6 7) 

6) /U *y ^fnf/f^J^ 28 (17) 1 ( 
1991) (Journal of Heterocyclic Chemistry, 
28(1 7), 17(1991)) 

[0 3 4 5] 
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I3l^nvf^77^ (HPLC) . MM%L'fc?u~? hf?? 4 
(LC-MS) ft^JCJ: ijfMai-scfc^ffi-Cab^o 

[0 3 4 6] 
[0 3 4 7] 

«r*HTKa»^nvh^7-f H4^*f (LC-MS) WOWfe&tt 

[0 3 4 8] 

*7A: Waters XTerra MSC18 4. 6 X 50mm 
*#g|t?£ : H 2 0:CH3CN=85:15-*15:85 
X^ ^teWMOtt&m*. WOO 1/3 4 5 8 5©^i{fj2-5 (12-14^-y 

[0 3 4 9] 

1 

2, 4-ytKn^ry$,iff N' — (1- (3 5 -t^fV- 1 - (4-3- 
K7x-ji/) -l, 5-*AKn-e?'/-*-4-'fyfy) -xf^) -tK7v^K 

1- (5-tKn^fy-i- (4-3-K7x^;v) - 3 -f-X/- 1 H - tf5 
-4-^f;V) -J^/ >1.03g(3mmol)£: 2. 4 -yt Kn^y$,iff t K 505mg 

(3mmol) £DMS050ml LB5X:x-mmmWM Ltz Q l*M1gmm&& Liz®.®*? n n 

*)l>A/^-7- ;i/<£ ZtKZ *) Emty*%m$L<n>wmilt L-C1.39gODU|S94% 

[0 3 5 0] 

1 H-NMR(ppm in DMSO-de) 

8 = 2. 36 (s, 3 H) . 2. 42 ( s , 3 H) , 2. 54 ( s , 3 H) . 6. 36 (t 
s 1H, J=2Hz) . 6. 4 0 (cU 1H. J=2Hz) > 7. 6 8-7. 7 6 (nu 3H) „ 7 
. 8 6 ( d . 2H> J=9Hz) 
LC/MS 

M* =4 9 2. 2 7 (2. 8 8min) 
[0 3 5 1] 

3, N' - (1- (1 - (4 -tert-^f-;i^7i-;v) -3 

5 v- i , 5-ynKne7y*-;i/-4-'f yr/) -kk 

1- (1- (4 -tert-^*^;V7o: — ;V) - 5 - Ko + y- 3 •?-;]/- 1 H- fcf 9 
V-JU- )V) -3.9 t 3, 5-yH Kn^fy$,if|Sk K5y KU^, 

&}&m i tmffivji&Kz •? Emmzn&vmmmt LT4o.im g (umm) 

[0 3 5 2] 

*H-NMR (ppm in DMSO-de) 

=1.29 (s, 9H), 2.36(s, 3H), 2.41 (s, 3H), 6.45 (s, 1H), 6.76 (s, 2H), 7.41 (d 
, 2H, J = 8.8 Hz), 7.89 (d, 2H, J = 8.8 Hz), 9.65 (s, 2H), 11.08 (s, 1H). 
LC/MS 

M + = 422 (2.19 min). 
[0 3 5 3] 
3 

3, 5-^tKn^^|,fg!J N' - (1- (1- (3, 4 - V* f;V7 x^;i/) -3 
-^f-^- 5 -**V- 1 , 5 Kn t?7V-;i/- 4 - ^ V fy) -UK 
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1- (1- (3, 4-y>f^7i-M - 5-kKo^->-3-^f^-lH-lf7 

$#Il fcratH^ftHJ: 19 IW^^^lifi: LT57.0 mg (Jfc$573«) 

[0 3 5 4] 
^-NMR (ppm in DMSO-de) 

*.= 2.21 (s, 3H), 2.24(s. 3H). 2.35 (s, 3H), 2.41 (s, 3H), 6.45 (s, 1H), 6.75 ( 
s, 1H),6.76(s,1H),7.14 (d, 1H, J = 8.3 Hz), 7.70 (dd, 1H, J = 1.9, 8.3 Hz), 7.77 

(d, 1H, J = 1.9Hz), 9.66 (s, 2H), 11.09 (s, 1H). 
LC/MS 

M + = 394 (1.82 min). 
[0 3 5 5] 

4 - * h^y*;i/^;i/-^|,f|5 N ' _ (i- (i - (4-tert-y^;i/7^r.;P) - 

3- .x?-;v-5-**v- 1, 5-^tKnf7V'-;v-4-^'J7>) -^?-;i/) - 1: 

1) ^ 4-p< h^y*Wz;M>Xt: K7i^K©M 

*^7x^ h^^til^IOM (Synthetic Communications, 28(7), 1223-1231, (199 

8).) izxiommL, m&<omwtot L-ci.36g (w 70%) 

[0 3 5 6] 

J H-NMR (ppm in DMSO-de) 

$= 3.86 (s, 1H), 4.56(s, 2H), 7.93 (d, 2H, J = 8.3 Hz), 8.02 (d, 2H, J - 8.3 H 
z), 9.96 (bs, 1H). 
[0 3 5 7] 

2) 4-^h^y*^;V^j|f|SN' - (1- (l- (4 -tert~f^-)Vy^^)V) 
- 3 5 -**v- 1 , 5-ytKn); 7 y*-;i/-4-^'Jf>) - 

1- (1- (4 -tert-^;V7ai-;v) - 5 - t Kn 3 1 H- tf 9 

V-;i/-4-^f;U) 30.5 mg (0.11 mmol) t 4 h frig=.)\"<> X 

K?S?F 23.1 mg (0.11 mmol) £DMF 3.0 allcttflFLlOO ^Tr 3 B#iM# L*r 0 

<omMmt LT32.9mg (JR^66%) 

[0 3 5 8] 
^-NMR (ppm in DMSO-de) 

5- 1.29 (s, 9H), 2.37 (s, 3H), 2.46 (s, 3H), 3.90 (s, 3H), 7.41 (d,2H, J = 8. 7 
Hz), 7.89 (d, 2H, J = 8.7 Hz), 8.05 (d, 2H, J = 8.4 Hz), 8.12 (d, 2H.J = 8.4 Hz) 

LC/MS 

M + = 448 (2.64 min). 
[0 3 5 9] 

4- *;V^v^J.#® N' - (1- (1- (4-tert-y^-^7*-^) -3-^ 
;v-5-t^r7-l, 5-5^1: KB 9'/-*- 4 ->f V f^) -^)V) — K?^K 

a-&«4TMMfcl,rt:4 h^->*^^-;^jt#^N' - (1- (1- (4-tert- 
ff-^-p jc-;w) -3->*-/l'-5-**v-l t 5 -ffc Kn tf? 4 -4* V T 

y) -^)V) -fc K9->*K23.2 mg (0.05 mmol) <*> * 9 S - frWSL 2.0 mlK, lM*Bfe 
^hV^A7K»« 255^ 1 (0.255 mmol) Sr^iS.T^D£s 6 0 TC^<b 8 0 TCI? 3 . 5 B# 
W»b7t 0 MfcifriPlk 1MM255 ^ 1 (0.255 mmol) «r*nx.T«fffi L7t@^ *h 
M-f&ZtiZX. 19, BW»*ife»fe©H3^i: fC13.9 mg (« 61%) 
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10 3 6 0] 

X H-NMR (ppm in DMSO-de) 

5= 1.29 (s, 9H), 2.37 (s, 3H), 2.45 (s, 3H), 7.41 (d, 2H, J = 8.7 Hz), 7. 89 (d, 
2H, J = 8.7 Hz), 8.03 (d, 2H, J = 8.3 Hz), 8.09 (d, 2H, J = 8.3 Hz), 11.44 (s, 1 

H). 

LC/MS 

M + = 434 (2.38 min). 

[0 3 6 1J 
^J6 

4 -* N* - (l- (l- (3, 4 -y^;i/?^;v) - 

3 5 -t^V- 1 , 5 - y t K n t a 7 4 - ^ V f >) -t 

1- (1- (3, 4-^>f;i'7x-;v) -5-fcKn^y-3-^f;V-lH-lf7 

$$14 2: |s||!ll<7)yj&(C <t *) B^=Sr^*fe^)©^i: LT53.0 mg («64%) #fc<> 

[0 3 6 2] 
^-NMR (ppm in DMSO-de) 

<J= 2.21 (s, 3H), 2.25 (s, 3H), 2.36 (s, 3H), 2.45 (s, 3H), 3.89 (s,3H), 7.14 (d 
, 1H, J = 8.5 Hz), 7.71 (dd, 1H, J = 1.9, 8.5 Hz), 7.77 (d, 1H, J =1.9 Hz), 8.05 

(d, 2H, J = 8.5 Hz), 8.12 (d, 2H, J = 8.5 Hz). 
LC/MS 

M + = 420 (2.34 min). 
[0 3 6 3] 

4 -#;V***->^S#^> N' - (1- (1- (3, 4 -V *?-)V7 3,-)V) -3-^f- 
;v-5-*3rV-l, 5-^tKnf7 > /-;v-4-^'j7'>) -jc^/I/) -k^^K 

£-j&#)6-e^j&L£4 h*->7j;v**-;v£,t#mN' - (1- (1- (3, 4-v 
>f;i/7x-;v) -3-^;v-5-*^v- 1, 5 Kn V-;y- 4 ->f V 7* 

>) -^^;w) -t: K7-; k^-£j&#05 ti^o^&KT, &mm*mt&<Dm : &mt 

LT21.5mg (TO 71%) #fc„ 

[0 3 6 4] 
X H-NMR (ppm in DMSO-de) 

$= 2.21 (s, 3H), 2.25(s, 3H), 2.36 (s, 3H), 2.45 (s, 3H), 7.14 (d, 1H, J = 8.3 
Hz), 7.70 (dd, 1H, J= 1.9, 8.3 Hz), 7.77 (d, 1H, J = 1.9 Hz), 8.03 (d, 2H, J = 
8.3 Hz), 8.10 (d,2H, J = 8.3 Hz), 11.45 (s, 1H). 
LC/MS 

M + = 406 (2.03 min). 
[0 3 6 5] 

4 -J h*>'#;V'**^;v£&#m N' - (1- (3 -^;v- 5 -**v- 1 - (3- 
b'J7^n^f;i/7x^) -1, 5 - y t K o e 7 V- ;v- 4 - -f 'J fy ) 

) -t K?5>K©*dfc 

1- (5-fc Kn^y-3 -*<f-)V- 1 - ( 3 - h V ^^^n ^-;V7 ^ — ;V) -1H 
- tf9 4 -^;i/) 4-^ Ry^^-^yXtK^^Fi:^ 

<b> -£J&0!14 fclWI^Oyj^^J: «9 B#J%£ltfetf>0^£: LT59.9 mg (TO65S6) #fc Q 

[0 3 6 6] 
*H-NMR (ppm in DMSO-de) 

5 = 2.40 (s, 3H), 2.51 (s, 3H), 3.91 (s, 3H), 7.49 (d, 1H, J = 7.4 Hz), 7. 66 (dd 
, 1H, J = 8.0, 8.3 Hz), 8.06 (d, 2H, J = 8.3 Hz), 8.13 (d, 2H, J = 8.3Hz), 8.29 
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(d, 1H, J = 8.0 Hz), 8.45 (s, 1H), 11.55 (bs, 1H), 12.47 (bs, 1H). 
LC/MS 

M + = 460.41 (2.69 min). 
[0 3 6 7] 

4-*/i'#*«>§£j&#Hft N' - (l- (3 5-**v- l - (3-H;7/u 
^n^^v^i-^) -l, 5 — ^ t Kn tf 7 V- ;v - 4 - ij f>) -^f-;v) — t K 

^0O8^jKt?t4-^ h4y*;^'-^,ifiN' - (1- (3 -**f-fr- 5 - 
t^v-i- (3-PJ7;i'tD>f;V7x^;i/) -i, 5-y*tKat?9y*-;v-4- 
'fVfv) -xf^) -t: K7v^K^?>^5 ^TOo^&KT, giW£#iftgiO@ 
^tLT26.5mg (J«78%) 

[0 3 6 8] 
: H-NMR (ppm in DMSO-de) 

5= 2.41 (s, 3H), 2.51 (s, 3H), 7.49 (d, 1H, J = 8.0 Hz), 7.66 (dd, 1H,J = 8.0 
Hz), 8.03 (d, 2H, J = 8.3 Hz), 8.10 (d, 2H, J = 8.3 Hz), 8.29 (d, 1H, J= 8.0 Hz) 
, 8.45 (s, 1H), 11.52 (bs, 1H), 12.46 (bs, 1H). 
LC/MS 

M + = 446.38 (2.29 min). 
[0 3 6 9] 

i o 

4-^ f + v*;v**-;^Ifi N' - (l- (3-^f-;v-5-5i-^v-l- (4- 
MJ7;Vto^f;V7i-;i^) - 1 , 5 -Vt Kn fc? 4 --f V f>) 
) -fc K5y*K^ 

1- (5-tKn+y-3->f^-l- (4- h'j7^to^f ;V7x-^) -1H 
- 1'7 v*-;v- 4 ->f ;v) -*.?;>b 4-> b^y*;wf-;MyXt K^^Ki:^ 
fc. -frJfcflU fcffWiO^rftJCJ: 19 EMWZM'&Ommift L-T58.9 mg (W65%) #7t 0 

[0 3 7 0] 
X H-NMR (ppm in DMSO-de) 

* = 2.40 (s, 3H), 2.51 (s, 3H), 3.91 (s, 3H), 7.77 (d, 2H, J = 8.5 Hz), 8. 06 (d, 
2H, J = 8.5 Hz), 8.13 (d, 2H, J = 8.5 Hz), 8.26 (d, 2H, J = 8.5 Hz), 11.56 (bs, 
1H), 12.46 (bs, 1H). 
LC/MS 

M + = 460.41 (2.62 min). 
[0 3 7 1] 

1 1 

4-#/l'JK*->£j&#B* N' - (1- (3-^-f-;W-5-^^rV-l- (4-hV7^ 
tn^f^x^) -1, 5 -y't Kne?V->-4 --f 'J 7*>) -^^;v) -UK 

-frjftfll 1 0 t s ^L7^4 h*5s*A/i$—)l,&M&&tN' - (1- (3-^^^-5 
- * * V - 1 - (4-h'j7;Vin^f^7xz;i/) -1, 5-v^t: KnU?'/-A--4 

Wf&tat LT18.6mg (JR^68») %tz Q 

[0 3 7 2] 
J H-NMR (ppm in DMSO-de) 

$= 2.40 (s, 3H), 2.51 (s, 3H), 7.77 (d, 2H, J = 8.7 Hz), 8.03 (d, 2H.J = 8.2 H 
z), 8.10 (d, 2H, J = 8.2 Hz), 8.23 (d, 2H, J = 8.7 Hz), 11.53 (bs.lH), 12.45 (bs 
, 1H). 
LC/MS 

M + = 446.38 (2.31 min). 
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[0 3 7 3] 

1 2 

3-*^#*^ftJ9.*afc N* - (1- (1- (4 -tert-^;V7^-;V) -3-^f" 
;V-5-#*V-l f 5 -VM Vu\£y 4 -W V f>) -MYyVY 

1) 3-> b ^r->*;v*-;M>Xt K7y K©M 

**7*>f h*5>-frjft«4 fcRIfllO^rffiH <£ ^WRU ft&OWf&mt L T 244.6 mg (JR 
^ >99%) #£ 0 

[0 3 7 4] 
1 H-NMR (ppm in DMSO-de) 

5= 3.89 (s, 3H), 4.61 (bs, 2H), 7.62 (dd, 1H, J = 8.0 Hz), 8.08 (dd, 2H.J = 1 

.8, 8.0 Hz), 8.42 (d, 1H, J = 1.8), 9.98 (bs, 1H). 

LC/MS 

M + = 194 (0.51 min). 
[0 3 7 5] 

2) 3-^>*^*^f^,ifSN' - (1- (1- (4-tert-y^-;V7i-;V) 

- 3 5 — **y — 1 , 5 - yt Kd t*7 V-;V- 4 V 7*>) -xf ji/) - 

1- (1- (4 -tert-y^;i^-7^-;i/) -5-tKn^y-3-^f;v-lH-k'7 
4 ->f ;v) -j^ y > t 3 - > h ^ y * ;wt - >X t K 5 ^ K , 

&mw4 tmmo-^mKx v smm^n^mw^ot LT64.6m g (j»7o%) ntz 0 

[0 3 7 6] 

3) 3-*/M**->£jg.#m N' - (1- (1- (4 -tert-:/*-*? *-/!/) -3- 
^ 5 -t^PV- 1 , 5-yt Knk , 7 7*-JV-4 -^f 'Jf>) -^;V) -tffy 

2) -e^Lfc3 h*v7j;V#^;i^,t#^N' - (1- (1- (4-tert-y^ 
^7i-JV) -3->f;V-5-t^rV-l, 5 - y t Kn t! 7 V- ^ - 4 - 'J 7 >) 

11.2mg (JR^50%) #fc 0 

[0 3 7 7] 
^-NMR (ppm in DMSO-de) 

* = 1.29 (s, 9H), 2.37 (s, 3H), 2.45 (s, 2H), 7.42 (d, 2H, J = 8.8 Hz), 7.70 (dd 
, 1H, J = 7.8 Hz), 7.89 (d, 2H, J = 8.8 Hz), 8.16 (d, 2H, J = 6.9 Hz), 8.51 (s, 1 

H) , 11.46 (bs, 1H). 
LC/MS 

M*= 434.49 (2.37 min). 
[0 3 7 8] 
1 3 

3 -*)U#*is£MMm. N' - (1- (1- (3, 4-^f^7i^iV) -3-^ 
5 -**V- 1 , 5-ytKnk , 7V*-;V-4-'f'Jfy) -^^;i/) -tK^^K 

I) 3->f^y*;^*-«fiN' - (1- (1- (3, 4 - 5>> ^-)Vy 

- 3 5 -t^V- 1 , 5-y*t Knif7V-;V-4--f 'jf^) -oc^;i/) - 

1- (1- (3, 4-yVf;i/7x-;v) - 5 - t Kn* 3 1 H- tf 7 
y*-^-4-^) -x^;y 3-^ ^yAW-MyXtKyy'K^^, 
^4 i:ra«^ffiCJ: 19 glft%£»fec9@5l2%£: LT27.4 mg (J|X^35%) »fc 0 

[0 3 7 9] 
J H-NMR (ppm in DMSO-de) 
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5= 2.21 (s, 3H), 2.25 (s, 3H), 2.34 (s, 3H), 2.36 (s,3H), 3.92 (s,3H), 7.14 (d 
, 1H J = 8.3 Hz), 7.70-7.77 (m. 3H), 8.20 (d, 2H, J = 8.0 Hz), 8.51(s, 1H), 11. 
49 (s, 1H). 
[0 3 8 0] 

2) 3 -*/M** N' - (1- (i_ (3, 4-^f;P7x-;l/) -3- 
5 -**v- 1, 5-ytKntf7/-Ji/-4-'fVf>) -j. - 1 

1) X&j£Ltz3-* h*->#;V**~;V£Jt#$N' - (1- (l - (3, 4-v^ 
- 3 5 -**y-l, 5 - y t Kd ^7 ;V- 4 - 'J fy) 

i7.2mg (mm 68%) ntzo ' 

[0 3 8 1] 

*H-NMR (ppm in DMSO-de) 

8= 2.21 (s, 3H), 2.25 (s, 3H), 2.36 (s, 3H), 2.45 (s, 3H), 7.14 (d, 1H, J = 8.5 
Hz), 7.68-7.77 (m, 3H), 8.15-8.20 (m,2H), 8.19 (d, 1H, J = 7.2 Hz),8.50(s, 1H) 

LC/MS 

M + = 406.43 (2.03 min). 
[0 3 8 2] 
14-92 

&mwifcmtx&T<D*mv&!&L±{t&toff>mm&, mm. mt, xvlc/ms 

[0 3 8 3] 

Kbi 7] 

M. R a R ™ 

^>° H £2 Xh> 

k« k 17 

(V) 

[0 3 8 4] 

(V) fcSI#»tK5yK (VI) ilJtlO^tttDMF, Et 
OH. DMSO*^O^tz^jSL80~100'C-eM^L^o 5>*ifc«W 

[0 3 8 5] 

^6« 



14 


Ph 


3-N0 2 -Ph 


15 


4-t-Bu-Ph 


3-N0 2 -Ph 


16 


Ph 


2-OH-Ph 


17 


Ph 


4-OH-Ph 


18 
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19 


Ph 


2,4-(0H) 2 -Ph 


20 


Ph 


3,4-(0H) 2 -Ph 


21 


Ph 
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22 


Ph 


4-N0 2 -Ph 


23 


4-t-Bu-Ph 


2-OH-Ph 


24 


4-t-Bu-Ph 
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ZD 


4-t-Bu-Ph 
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O A 1 1 „ Til— J » ir» t\i 

3 , 4-Me2 -Ph 4- t-Bu-Ph 


66.8% 




418. 58 


77 


O i Til- >l x tt 1 ni 

3, 4-01 2 -Ph 4-NH2 -Ph 


51.2% 




418.32 


78 


O <l /"* 1 — T>1— 0 XITT ni 

3 , 4-t 1 2 -Ph 3-NH2 -Ph 


69.7% 




418. 32 


79 


3 , 4-C 1 2 -Ph 4-CF3 -Ph 


69.6% 




471.28 


OA 

80 


O il 0 1 Til- j , t~» ni 

3, 4-Ci2-Ph 4-t-Bu-Ph 


79. 8% 




459. 42 


81 


A ±* T)_ _ Til— O /M T T»l 

4-t-Bu-Ph 3-OH-Ph 


72.3% 




406.53 


on 

82 


O A 14— Til- O ATI ni 

3 , 4-Me2 -Ph 3-0H-Ph 


42.0% 


> ■ t tt *- - . _ _ M t 


378.48 


83 


0 A r*1 Til- 0 /\t 1 m 

3 , 4-C 1 2 -Ph 3-0H-Ph 


89.0% 




419.32 


84 


3-N02 -Ph 3-N02 -Ph 


58% 




424. 57 


85 


2-Py 3-NO2 -Ph 


63% 




380. 36 


oc 

86 


3-NO2 -Ph 2 , 4- (OH) 2 -Ph 


43% 




411.37 


on 

87 


2-Py 2, 4-(0H)2-Ph 


66% 




367. 36 


QQ 
OO 


O "NTA-. DL yl 1 Ti - Til- 

6-NO2 -rn 4-t-Bu-Ph 


25% 




435.48 


89 


3-CF 3 -Ph 3-NHa-Ph 


74% 




417. 38 


90 


3-CF 3 -Ph 4-NH 2 -Ph 


82% 


JUl/fe@#: 


417.38 


91 


4-CFa-Ph 3-NH 2 -Ph 


69% 


#§-felII# 


417.38 


92 


4-CF3-Ph 4-NH2-Ph 


72% 


417.38 



[0 3 8 6] 

9 3 

2, 4 -i?\> Kn+y$i,fg| N' - (1- (3, 4 - ¥* -3-*?- 
fr- 5 -t^V- 1 , 5 -y t Kd k*7 V'-;v - 4 - 'f 'J f f ^) V<D 

1) 1— (3, 4-y^^7i;;V) -5-kFn^y-3-^f;V-lH-^7y*- 

1— (3, 4-^^7x-fl/) -3-^^;V-3-lf7Vy ^-5-^-^1. 86 
g (9. 1 6mmol) »>7f W;VA7< F3. 6 m 1 Cftjjf L, jjcfcT** ->8tfb 
V>1. 0 2ml (11. Ommol) £ 2 0 flfJ&T"e*> o < *) mm Ltz 0 *ain**TfL 10 
0tf2W»L, -€-omMiatr*?T>4PL^tC7fc7K3 0 m 1 fc&v*/*, ioRK * 1 
0ml fc^f^A75 KlOml tftoTftjjrLfc, 1 8B#P«#LW 

mLtzmMyoZZM^ *2 0ml , C^ lfc*L;fcfct;5>&iB<&afcii»*l. 03g 

[0 3 8 7] 

^-NMRfopm in t^nn*;i/A) 

5 = 2. 29 ( s > 3 H) , 2. 32 (s. 3 H) . 2. 43 (s, 3 H) , 7. 20 (d 
> 1H, J=8Hz) „ 7. 4 8 (dd, 1 H> J=8Hz, 2Hz) > 7. 54 (<K 1H. J=2Hz) 
^ 9 . 6 0 ( s ^ 1 H) 
[0 3 8 81 

2) 2, 4-y'liFn^y^ifi N' -[1- (3, 4-^f^/7x^) -3-^ 
f;v-5-t^v - 1, Kne9V-;v- 4 'Jf>-^f;i/]-t K^i^K 

1) "C-S-jSL*: 1— (3, 4-v*>f;V7i;;i/) - 5- tKn + y-3-^f;Kl 
H - tf 7 V- ;V- 4 - * 7 ;Vf t K 4 6 m g (0.2mmol) t2, 4-^tFn + y$ 
tttt K9^K3 4mg (0.20mmol) J -;H m 1 + 6tif^L^ 0 

WtiiLfcrotf&iltjiiU x^;-^imi, i-f^lmK ^ 9 J - >H m 1 
ifcifrLfcBK Blft«5 3mg (1R$7 0%) T?#fc 0 

[0 3 8 91 
LC/MS 

M + =3 8 0. 40 (2. 7 7min) 
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10 3 9 0] 

9 4 

N' - (1- (1- ( 3> 4 -S^**?*^*) -3 

1- (5-fc Kn + y- 3 -^ f ^_ 1 _ (3-f'j7Hn^f^7x-^) -ih 
*«ifT--7,f (0.173 mmol, 51.5 mg) *2. 4-^Kn^>$ 

h7vK(0.173 mmol, 30.6 mg) y -;^(5ml) rf», 80Jg T19I$|H|**|J Lf- 

?5£S?^ ?f- ****** ^B^WiuVwSKJi 

* 5f £^* 7 ^ :77 ' , '-(CHCl3/MeOH=10/l)T^SIfflM-r^ii:-e2, 4-^t Kn 
*vftA#*N' - (1- (l- (3, 4-^f^7ii;^ -3-M;?;v*cm-?- 
*-5-**v-l, KntTvy*-;i—4-^y t*>) -i**) -u K ?s;k 

(67mg, 4R^87.X, *EJR80.7 X)*^J|feH#t LTWfeo 
[0 3 9 1 ] 

LC-MS (ESI) 448.40(M + ) 

[0 3 9 2] 

9 5 

4-.* h***7M?-*«A#* N' - (1- (l- (3, 4-y^f;V7x^;v) - 
3-H7^D^f*-.5-^y-l, 5-ytKnif?>/-^-4-> f ,j f> ) _ 

1- (5-KKn*'/-3->f*-l- (3-F>j7Wn^;i,7x^) - 1 H 
^v^T--"?"^ -^^ y>/ (0-189 mmol, 56. 5 mg) t 4 h **s* jv 
V 89 mm ° 1 ' 36 - 8m g)*DMF*, lOO t CT-2.20#F^ N 120t:-ei7l$W«# 

U ~> V * ^7^77^- (CHCl 3 /MeOH=10/l) K T^SIffi® 

-3-h'j7Wn^f^- 5 -.t*y-i, 5-^t Knf 7 y-;v-4-^j 
T>) -fc K^vK (55. 6mg, 62 %)*JH&0#fc LT»fc 0 

[0 3 9 3] 
LC-MS (ESI) 474.43 (M + ) 
[0 3 9 4] 



J&ffl 9 6 



4-*Wf*MlK' - (1- (1- (3, 4-^^*7*^) -3-MJ 

4-^#5,#^^Jlf(|N' - (1- (1- (3, 4-^^7*=il/) - 

3- h'J7WD^f^-5-tty-i, 5-yfcKne?'/-^-4-^yf>) - 

tu£, T^i7n^ (0 - 107mm01 ' 50 - 7m g)*^^^-^(2mD^^L, lM*iftt 
M; ^7X5^(0. 534 mmol, 0. 534 ml) £ tax., Sat?2«FlW, 60T^1.5l$IW*«iLfco 

1- (3,_4-y^f^7xa;v) - 3-h'j7;^n>f ^-5-^7-2 
I"^S^ y '"" ;V ~ 4 ~^ i; ^ >) -^K7^K(43.8mg, 89 X)*ftklB*fc 

[0 3 9 5] 

LC-MS (ESI) 460.41 (M + ) 

[0 3 9 6] 
-g-jjfc®] 9 7 

4- #J#*->-ftA« N «- (1- (4-tert-y^7^-;V) - 3 -^;l— 

5- **v-l, 5 - t Kn - 4 - ^ 1; r/-> f *) - 1 K <D± 
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1) 1- (4 -tert-zmi'7 - 5- t A'-lH-a/- 

1- (4 -tert-^f-^^oi-^) -5-t Kndfy-3->f-;W-lH-tf7 , /-;V 
1.89 g (9.33 mmol) ^y^f^t)^7^ K3.6 mlH»fl*U tK^T^" * v^lfcy 
> 1.05 ml (11.26 mmol) £2 0rJTFWo< «9^nL^o ^JDl^TE 1 0 OVX'3 
mmtmL, t<D^MUtX-^Ltz^ 7)C7]c30 mlK£W5 0 M^mU^MUXl 8$$ 
E9ii#U ffi&Ltzmi&ydZZMIk. Tfc 20 ml-e^L^L7ti:xl^ % ^lB<9gft%£ 
Hcfe®»iLT1.61 g (HX$7 0%) 

[0 3 9 7] 
X H-NMR (DMS0- de) 

5=1.30-1.33 (m, 9H), 2.34-2.44 (m, 3H), 7.48-7.62 (m, 4H), 9.62-9.90 (m, 1H). 
[0 3 9 8] 

2) 4-^ h+y*^*-)!'-^!^ N *- (1- (4 -ten-T^l'?^-^) - 
3-^f-;V-5-t^rV- 1, 5--^fc Kni£?Vf— JI/-4— >f 'Jf^->i^) -tK 

1) f^Lt 1 - (4 -tert--^-f-^7i-;V) - 5 -fc Hn* V- 3 1 
H-tf9V*-;i/-4 -*;V^T^r*t K1.0712 g (4.21 mmol) 4-^h^'>*;V** 
^;i/^>-Xli K^i?K819.6mg (4.22 mmol) i£> y^^;V*;l/A7 5 K10 ml*t«iia 

^f3?)g«£3t&©»£ LT765.9mg (JR*4 2%) #fco 
[0 3 9 9] 
^-NMR (DMSO- de) 

£ = 1.30 (s,9H), 2.19-2.21 (m, 3H), 3.90 (s, 3H), 7.33 (s, 1H), 7. 40-7. 46 (m, 2H) 
, 7.81-7.89(m,2H), 8. 01-8. 17 (m, 4H). 
[0 4 0 0] 

3) 4 N (1- (4 -tert-^-f- ^7i^;v) -3-^ 
;v-5-**v- 1, 5 -v'fc Kd^7 V-fr- 4 -4 V 7*>-^^-^) -tK?y'K 

2) -e^L^4 h^>'^;v^;i/-^#m n (1- (4-tert-^;^ 
7^-;u) - 3->f;v-5-t^rV-l, 5-7tKnt'7y-;v-4-^Jf>-^ 
^;i/) -HF7 v K59. 4mg (0. 14 mmol) £ * * 7 - ^5. 0 ml Kfeffi L> 1 MTkmiki- h 
V -^^7X^0.68 ml (0.68 mmol) %l3tiz.M.M.Xr 6 B#|Sk f^f 6 0 ^T' 3 B#^tt^ t/c 
o m^T^> lM*&m£0.68ml (0.68 mmol) ^^x.T. *ftB Lfzmm*?>M Lf&ft 

aclE^glft«mfe©»i: LT33.3 mg (ft$5 8%) 
[0 4 0 1] 
J H-NMR (DMSO- de) 

5= 1.30 (s,9H), 2.19-2.21 (m, 3H), 7.33 (s, 1H), 7. 40-7. 46 (m, 2H), 7. 80-7. 89 (m, 
2H),7.99-8.14(m, 4H). 
LC/MS 

M + = 420.46 (2.39 min) 

[0 4 0 2] 
^J£#8 9 8 

5 2 -ft7xVAMV|N' - (1- (1- (4-tert-y 
^•7^-;v) - 3 5 -t^v- 1 , 5-^bKnt t 7y*-^-4-'f , Jf> 

1) 5-^ frtf-JV- 2 - ft7x>*;V,f>@|^ 

fi7xV2, 5-^7j;V^>m 1.72 g (10 mmol) fc&HH- h V A 3. 18 g (30mmol 
) ODMFJBffljft 25 mL 3 t>\t* *f-fl> 623 ^iL fctPiU M-?*&fc«#L;fco BfitJ^O 

T-ifflLfct, ^-^^H/f ^rfefO^bT * AtK^-C-^^L. $&7jc«£v^* 

ttSiE^F 2003-3103294 
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[0 4 0 31 ' W ° 

'H-NMR (CDCh ) 

££93 (s, 3H), 7.77 (d, 1H. J . 4.2 Hz). 7.83 (d. 1H. J . 4.2 Hz). 

M* - 186 (0.92 min) 
[0 4 0 4J 

"o-^^^^ww*" 0 *- 281 (1991) - ) a 

[0 4 0 5] - 

1 H-NMR (DMS0- de) 

^. 3 10 4 06 (S ; br 3 *'^ 57 2H> - " 2 «• ' - <•» W. "9 (d. m, } . 4.2 

LC/MS 

M + = 200 (3.09 min) 
1 H-NMR (DMS0- de) 

W. 1 ^"^^ fe 3H> ' 2 - 43 & 3H> ' 3 - 87 3 «>. ™ «■ *J . 9.0 
LC/MS 

M + = 454.54 (4.46 min) 
[0 4 0 8] 



l&ffl 9 9 



1 H-NMR (DMS0- d 6 ) 
LC/MS 

M + = 440.52 (4.23 min) 
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[0 4 1 0 J 

ioo 

4-*^#*->-*A« N* - (l- (l- (*yy>-2-^) - 3 -^^;v- 

1) 4-y >*5/*^*i^-*A#Bfc N' - (1- (l- (^/.j>- 2 -^;U _ 

1- (1- >--2--T;P) - 5 - k Kd ^y - 3 - ^ f ;v- i h - k°7 y*-;v 

-4-^;V) (0.11 mmol) > 4-^ K^;Kfr;M>Xt K5 

5>K 20.8 mg (0.11 mmolK Y )Vau> >m-imm. 1 mg (0.03 mmol) ^ 
y^OHma-JWIil 2.0 mL£4 8I^W*D«fc*a5Lfco ?frSP&, iitJM&**IRU 

g W^31%) #7t 0 

[0 4 11] 

*H-NMR (DMSO- de) 

^ = i; 54 (S ' ? H) * 3 ' 91 (s ' 3H) ' 7 - 58 ~ 7 -63 (m, 1H), 7.80-7.85 (m. 1H) . 8. 01-8. 15 ( 
m, 6H), 8.46 (d, 1H, J = 6.3 Hz), 8.58 (d, 1H, J = 6.3 Hz). 
LC/MS 

M + = 443.45 (3.21 min) 
[0 4 12] 

2) 4-***MrS/-jfcA»HI N' - (l- (1- (#yij>- 2 -f*) -3->*- 
>v-5-:**v- 1, 5-^iiKnif7'/-^-4-'f'jf>) — t 

1) "C^fifcLfc 4 — * f»3"3';&/l'4?~/l' — £AMt N' _ (j_ ( 1 _ 

2-^r;i/) -3 5 -*#y-i f 5 - -yt Kn ^7 y-;v- 4 -^f y r*>) - 

^V V) I^£^ K14 - 9 11,8 (0 - 034 mmol) <v**s-»mm 1.5 mLtc. iM7xm<b^ 

bvfAM* 168^L (0.168mmol) fcin;i, 5 0 *Ce 1 2B#W«#Lfco «*M*Tfc 
s IM^SS 168 (0.168 mmol) «r*Dx.T#ffi LfcHJg****^-* £ fc«fc h Bft% 
^n&ommot LT4.9mg 34%) #7t 0 

[0 4 13] 
J H-NMR (DMSO- de) 

*- 2 44 (s, 3H), 7.52-7.56 (m, 1H), 7.75 (t, 1H, J = 7.5 Hz), 7.94 (d, 1H, J = 4 
5 Hz), 7.96 (d, 1H, J = 4.2 Hz), 8.05 (d, 2H, J = 8.7 Hz), 8.10 (d,2H, J = 8.4 

Hz), 8.33 (d, 1H, J = 9.6 Hz), 8.42 (d, 1H, J = 9.0 Hz). 

LC/MS 

M + = 429.43 (3.21 min) 
[0 4 14] 
1 0 1 

jt^ju 4 -[ ( 2 - |i— [1- (6-*nn-3-t?>; 

1— [1- (6-^nn-3-lfy^;v) -5-t H-tf 
7 /' Jl/ " 4 ~ / y0.2mmoli:4-^ h * y*;^-M>Xt K7 K0 2mmo 

1 * dm s 02ml izmm Lioowsmmmmmw l titzmm t^o* 

-[1- (6-^nn-3-tfV^v-;W — 5 — Kn^y-3-^f-;v-i h — tf9 

D 4 %; 0 
[0 4 15] 



tBIE#2 003-3103294 



#M 2003-278811 



^-v: hi/ 



1 H-NMR(ppm in DMSO-de) 

5= 2.42 (s,3H ),2.54 ( s,3H ),3.91 ( s,3H), 7.96 (d, 2H, J=9. 3Hz) , 8. 06 (d,2H,J=8. 

4Hz) , 8. 13 (d, 2H, J=8. 4Hz) , 8. 44 (d, 2H, J=9. 3Hz) . 

LC/MS 

M + = 428.83 (2.88min). 
[0 4 16] 
10 2 

4- |[2- (1- |5-tKn^->-3-^f;V-l-[5- ( h y^jj-n ^ - 
2-tfU> ? -;v]-iH-tr7y-;i/-4— -f;v| -^f-'j r>) tK7yV]*;w-K-;H 

1) 4- |[2- (1- l5-tKnJpy-3-^f;v-l-[5 - (f'J7^ 
°^^) -2-\£VV-)V\-m-\d7V-)\'-4—j)\<\ xf Vf^) tK^yy] 

1- |5-kFn^y-3-^fji/-i-[5- (h'j7^n^f -2-f'Ji? 
-^-^-1177-^-4-^^ J^y ^0.2mmol b 4 h )Vtf~)Vs<y X 

t: K7^K0.2mmol=£-DMF2mHCLlOOt:-e9B#KMM#L^o 

- I[2- (1- |5-t Kn^y-3-^f^-l-[5- (hV7;i/tn^f ;v) -2 
-tf »; i H-fcf7V-;v-4— > f ;H xfijfv) t k? ^ 

> y'x,- h <^$; £66mg#£ (JR* 7 2 %) 0 

[0 4 17] 
1 H-NMR(ppm in DMSO-de) 

*=2.41( s,3H ),2.50( s,3H ),3.88( s,3H ),7.9-8.4( m,6H),8.80( s.lH). 
LC/MS 

M + = 461.39 (3.00min). 
[0 4 18] 

2) 4- |[2- (1- 15-H Kn + y-3- y^;i— l— [5- (h'j7Wo^f;V 
) -2-tfU^-;w]-lH-fef7V p -;v-4— jif-y-^y) tK7yy]*W- 

1) -QfthtLlz*** 4- {[2- (1- |5-kKo^fy-3-^f;i/-l-[5- 
(f'j7Wn^f^) -2 -fcfy 3>-/t/|- l H-tT9v*-;i/- 4— xfjf^ 
) tK7^]*Wx;i/| ^O-V*^- h50mg^^ ^7-;V3m 1 tlMTK^b^ h V -7 

A7K^o.3mncijn£60jg-e8^F^ipit^L^ 0 gi&fc^sp^ 1 Mmmo.3mi^jnx^ 

ifctcj: ffi.mtl&*?T<otztZ.*>nm®<OA- |[2- (1- |5- 

Ko^y- 3— 1— [5 - (b'j7Wn^f;i/) -2-t: , Jy'-Jl']-lH- 

LT30mg#£ (JR^62%) 0 

[0 4 19] 
^-NMRCppm in DMSO-de) 

£=2.41( 3H,s ),2.50( 3H,s),8.04(d,2H, J=8. 4Hz), 8.10 (d, 2H, J=8. 4Hz) , 8.26 ( dd,lH,J= 
9Hz,J=2.4Hz ),8.35 (d, 1H, J=9Hz ),8.8l(brs,lH ),11.6( br s, 1H),12.4( br s, 1H) 
LC/MS 

M + = 447.37 (2.65min). 

[0 4 2 0] 
#fMWl (WOO 1/3 4 5 8 

5- (4-*;V^y^yi;Vfy) -3-[ (1- |3, 4 -¥ * f^7 x.-M -5 
-H Kn^y-3->f^- 1 H-e 7 y-;V-4-^Wf 75 y] - 2— 



*yf7yyi;>-4-t> 

1) 1— (3, 4-^f;i/7xx;v) Ka^y-3->f;V-lH-t?7V- 
)V- 4 -#;i/**T;V7*ti K 
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1— (3, 4 - y ^ f ;V7 x-;v) - 3 - > f ;V - 3 - 1?7 V'J > - 5 - 1 > 1 . 8 6 
g (9. 1 6mmol) »>7f ;V*M7 5 K3. 6mH:iiSL, iW + vM 
0 2ml (11. Ommol) S: 2 0*JSLTt?»J>o < O^JPUfco «*n»T^ 10 
01C-e2mKML> f0^aJ-?^L^C**3 0 m 1 K&v>/5 0 £OB5K Tfcl 
0m 1 ty^f;V*;VA7? Kl 0ml ^otft|U;« 1 8B*m«#L*r 

ffiLfcE3B*J**«&. *2 0mlt?ft^ »L£t i^^EIBOBWW* 1 • 03 g 

(KI4 9 %> "Zfm&wjmt vxmzo 

[0 4 2 1] 

^-NMRCppm in l^DD*;i/A) 

5 = 2. 29 (s. 3H). 2. 32 (s> 3H), 2. 43 (s, 3H), 7. 20 (d 
, 1H. J=8Hz) , 7. 4 8 (dcU 1H. J=8Hz, 2Hz) , 7. 5 4 (d. 1H. J=2Hz) 
, 9 . 6 0 ( s . 1 H) 
[0 4 2 2] 

2) 5- (4-*my^>y'Jf» - 3 -[ (1- |3, 4 f;V7 ^=-)V\ 
-5-t Kn + y-3->f^- 1 H-^y-^- 4 75>]-2f 



1) t-^L^l- (3, 4-Wf;V7x-;v) - 5- tKn^->-3-^f;i'-l 
H-tf 9 V-/1/- 4 - #/l/>K7/l'7*fc K2 3 0mg (lmmol) t3-7^a 14 8 

mg (lmmol) fc^c* J -;n 0 m lfcimAT 9 6 ftffl&i&X'mWLtZo &.Z1zWmn* 
S &mLtzbZ.Z>, ^r/»tLT3 3 2 

mg#7t 0 

i^Wcf^l 6 0mg (0. 4 4 4mmol) . fcf^V ~7>4mg, 4 - * ;V 5 
I66mg, Mff 6mgJ: h;vai>2 0ml WlM^^V^iyy-r^A^ 

t^iiLh;Vxy3ml Mx-r^3ml S £ fc-C*t-feH5g** 2 3. 3m g 

ntzo zti** * j-)\<jkTf?uu*frA<Dm&fe^mwT%zb^n®m* 1 6. 5m 

gfcfc 0«7. 5%) o 

[0 4 2 3] 
1 H-NMR(ppm in DMSO-de) 

8 - 2 . 10-2. 40 (sX3, 9H), 7. 1 8 ( d . 1 H, J=8Hz) „ 7 . 6 3 ( d . 
HW=8HzK 7. 67 (s. 1 H) > 7. 84 (d. 2 H. J=8Hz) , 8 . 0 3 ( d , 
2H, J=8Hz) , 8. 10 (d> 2H. J=8Hz) , 8. 2 0 (s, 1 H) 
LC/MS 

M + = 493. 0 (3. 33 min) 
[0 4 2 4] 

m^&JSm 2 (WO 01/34585 <0^»J 5 ) 

5- (3-A^^>y'Jr/) -3-[ (1- {3, 4-y>f;V7xx;H -5 
-fc Yu**y- 3 1 H-tf^V-^- 4 -4 75/]-2-ft 

^7f7'/'J > f >-4-^->' 

##^$ll?>2) t^lt#^^^5V16 0mg (0. 4 4 4mmol) > tf^V 
v'^mg, 3-*;V5;V^,i.#m6 6mg. $I,f^6mgi: Wl^V 2 0 m 1 tf>rI-£- 

* ^ 9 > - •/ 7. a © r-f - > * ? - * * l tzKfc®&x~ 7 mmunffoM 

£ t X*M&®5&VS £ 3 8 . 5 m g (1»18%) #fc 0 

[0 4 2 5] 
1 H-NMR(ppm in DMSO-de) 

5 = 2. 00-2. 30 (sX3, 9HK 7. 18 (d> 1H, J=8Hz) ^ 7. 6 4 (d 
> 1 H, J= 8 Hz) > 7 . 6 8 ( s s 1 H) . 7 . 7 3 ( t > 1 H N J=8Hz) , 7 . 9 7 ( d > 
2 H, J=8Hz) s 8. 06 ( s > 1H) , 8. 08 ( cU 1 H, J=8Hz) % 8 . 2 3 (d, 2 H 
^ J=8Hz) 
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LC/MS 

M + =493. 0 (3. 3 2min) 
[0 4 2 6] 

3 (WO01/34585 <?)*ii 2 ) 

3- (3-*M*'>7i-^) - 1 -[ (1- (3, 4-y>f;V7i-^) -5-fc 
Kn*5/-3->tJl'- lH-tf7y-;V- 4-^f;V^^V^) 7 5 7] - 2 -*-**V>f 

5 ^v* 1 ; 4 

1) 1-757-3- (3-*m->7i-^) -2-f-**V>f 5^7*') v>-4- 

3- ^Vft->7^-b^if^l7 9mg (lmmol) t *J 4 V 7 n tOl/.x^;i/7 5 > 
5 2 3 ^1 (3mmol) t 8m 1 ©-y^nD> ^>(:|idx.WU £ frKfc K 9 vV ffcm^- 
f^x^f;VMl 5 5mg (lmmol) £#nx.T96B#F^i&Tig# Ltz 0 

N ^m^-f-^i:30%@imT-ML/io W^^V L^$£Jf ££>*>-£T> 

titim^ZWEMx-l-fr : *9 mm= l 9 o : l o : o . 8 otg-Sit&fcflnx.T 

. nt>titz7tm®*&mLtztz?>B®mz 5 5. 7m g 01x^22%) 

[0 4 2 7] 

^-NMRfopm in DMSO-de) 

8 = 4. 44 (s, 2 H) . 5. 46 ( s ^ 2H) , 7. 57 (dd> 1 H^ J=8Hz, J-l. 5Hz 
) , 7 . 6 3 ( t ^ 1 H. J=8Hz) , 7 . 9 0 ( s . 1 H) , 7 . 9 9 ( d . 1 H. J=8Hz) 
LC/MS 

M + = 251. 30 (0. 59 min) . 
[0 4 2 8] 

2) 3- (3-*Wv7x-;v) - 1 -[ (1- (3, 4 *.~)V) -5 
-\L KD^fy-3-^fJl/- lH-tf9V-;W-4--f 75 /]-2-^^^ 

v <Y 5 ^ v u v y - 4 - * > <n 

_hf21) L/:l-7S/-3- (3 -*;v#^f~>7 5 

^VV v>-4-*>5 0mg(0.2mmol)fc##^-^l^l) "C^jSLfc 1— (3 , 4 
-V -5-t Kn^^>-3-^f;i/-l H- tf rZ-A'- 4 -#;v**7 
^ft K5 5mg (0.22mmol)£^* S-frl 0 m 1 ?/-;V5m 1 (DU&WLKlmx. 

mg (W72%) T-n?z 0 

[0 4 2 9] 
^-NMRfopm in DMSO-de) 

8 = 2. 24 (s. 3 H) , 2. 27 ( s ^ 3 H) , 2. 38 (s. 3 H) , 4. 74 (s 
> 2 H) , 7 . 2 1 ( d . 1 H, J= 8 Hz) . 7 . 4 0- 7. 8 0 (m. 4 H) . 7 . 95 ( 
s, 1H) , 8. 0 2 (d, 1 Hn J= 8 Hz) N 8. 14 (s. 1 H) 
LC/MS 

M* = 4 6 3 . 51 (2. 77 min) . 
[0 4 3 0] 

4 (WO 01/34585 <D%Mm 3 ) 

3- (4 -#;l/*K*->-7i-;i/) - 1 -[ (1- (3, 4-^f^7x^^) - 5 - n 
Kn^fv/- 3 -7-^;w- 1H- k?9V-;i'-4 -^f;V^^V>) 7 5 /]- 2 -*f-Jr*V4 
5 r/y 4 

1) 1-7 57-3- (4-*m«>7x-;V) - 2 --^#*V-f 5 ^VU 4 - 

4 - -f VftvT^- Y&MMMl 7 9m g (lmmol) i: V "/n tf ;vxf;i/7 5 V 
5 2 3// 1 (3mmol) & 8 m 1 <D V? u * >&C}rax.»U i^tCt Yy'J^WWi^- 
f;Vx7f;vMl5 5mg (lmmol) &;&n;iT96P#|ig^-«# L/Co 
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HfcMJ&to & : : 1 9 o : 1 o : o. 8 <7>m&fei®.*mz.x 

. nbtfttmm*&i&vizbzz>mmm* 1 3 2m (^53%) #£ 0 

[0 4 3 1 ] 

^-NMRCppm in DMSO-de) 

<S = 4. 4 6 (s, 2H) , 5. 4 7 (s> 2H) ,7.46 (d. 2H. J=8Hz) „ 8. 0 

4 (cU 2H, J=8Hz) 
LC/MS 

M* = 2 5 1. 26 (0. 95 min) . 
[0 4 3 2] 

2) 3- (4-AW+y7xx;i,) - 1 -[ (1- (3, 4-^fJV7x^^) -5 
-t KD^y-3-^f;i/- lH-tf^V-;W-4 — f;V^Ix>) 7§/]-2-ft^ 

±fEl) L tz 1-757-3 - (4 -*my7x^) -2-^**^3 

r*SW>-4-*>5 Omg(0.2mmol)£##^/&$|1?>1) T-frjftLfcl— (3, 4 
-^f;v7x-;v) - 5 -fc l H — fcf 9 V— ;i/ — 4 -#;v**7 

frTM- K5 5mg (0.22mmol)£^*y-;H 0 m 1 £OV ^y-;V5m 1 0*g-£-fc#[]x. 
T96l$lffl£fi«*|iLfco ^JSU*:^»**%jli-*£ t-CgWfe^f^S^i: LT8 7 
m g (JRsp85%) xntzo 

[0 4 3 3] 
^-NMRCppm in DMSO-de) 

5 = 2. 24 (s. 3H) „ 2. 27 (s, 3 H) „ 2. 50 (s, 3H) , 4. 75 (s> 
2H) . 7. 2 1 (d, 1H\ J=8Hz) , 7. 4 0- 7. 7 0 (nu 4H) , 8. 0 8 (d 
. 2 H\ J=8. 8Hz) . 8 . 14 (br s , 1 H) 

LC/MS 

M + = 4 6 3 . 51 (2. 76 min) . 
[0 4 3 4] 

[0 4 3 5] 
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Ut 1 8 ] 

■Bfljffll sfiiliB 1HRIS3 sRM 
1=?HflJS ^K(?17 

«©ffW9 wKflno -smm &mmi2 

■&BWI1S £«ffll4 »awis asams 

-ffrp 

-&Bt«U -ErKIHls SB8H19 -&g[ffBO 

^ 

[0 4 3 6] 
[<b 1 9 ] 

•£rfiR«21 ^^J22 ^-^23 *jgffi24 

£^0)25 <^ffl26 £/&#J27 ^^28 

£iK0j29 ^f£0]3O ^jSfflSl &j£ff(32 

&o &6 ^ ^ 

^^33 "S-^^34 ^#$135 ^^JS6 

% ^ % ^ 

&mms7 -mmss ^mms9 ^<W4o 

^ M ^\ M 

9, 9 9 9 

[0 4 3 7] 
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Ut2 0] 

<&J##j41 iz&mt ^fft#J44 

^H> Xp^Q 

W&&I45 fr&#J46 -5-^47 ?^f«48 

^ iP^o 

#««)49 -difcffllso #lS0JSl -BrtSffl5a 

^ X^Q, 

^l^CF* \t^^T 



•Ejf£ffl53 ^S#J54 *^ffJS5 -&j£$56 

^6 x^is 

<£f£fc}57 ^iSffl 58 ^fiS#JS9 CO 

^ 

[0 4 3 8] 
Hfc2 1] 

^lgffif61 ^^62 1^063 1^£flj64 

x<H5 x*b> ^H? ^ 

^$65 ^6U66 #^67 £J80468 

x% x*HT x<H> x^o 

«jftfl*69 ^fifc«W70 -^^71 «fiSffl72 

tP*Q X^O X^ 



'£$$73 ^0174 wdtfflrs ^#$76 

'tf#ffl77 <&j£0]78 ^f£<»79 <£&$80 

^ ^ ^ 
[0 4 3 9] 
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[it 2 2] 

*&«81 #l«#|8i &&me3 s*«84 




*St«8S #*W87 1jlSffl88 




•&Stffl89 *«#I90 *Slffl91 B-|««92 





[0 4 4 1 ] 

ttttffl hn>^fxf> (TPO) 4fc#tti|fflJft#0:BMiEjif&i£ (1) 

*l&W<b^!»-C**^J*W 5 6 (Dit&mco Y n^^if > (TPO) l^teT"* — JCBigrtfe 
t h eJflL^WUT7/EP0-m p 1 *Mv»TS0jfeUfc o 
[0 4 4 2] 
(1) iWU&RtfJSF* 

$l»UT7/EP0-m p 1 {±/Jn^?>0^ (J. Biol. Chem, 272:7259- 
7263 (1 9 9 7) ) KiD, cytomegalovirus 7° n -t- * -f&IJfPTKT t h>n># 
#xfv^^- (c-mp 1) h GlM»tfcUT7/EP0fc 

^ ■e^^-C*SUT7/EP0m{i h n^^i^-^^fS^ttt^^ft^o ±|B2®0« 
(±1 0%^JfiL?if (TRACE SCIENTIFIC) fc-g-trlMDMJfJfe (GIBCO) ft?, CO 2 >f >^r^^- 
(5%C02, 3 7TC) *^V>-C^^L7t 0 
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[0 4 4 3] 

(2) MTOtct-S^I&iiJScDiio^ 

±mmtti%mfflmz?Bsx~ 2 0 ^^m, maK* 6 x 1 0 4 «/mi ^^i^:io 
corning) iz&Lfco zbiz, w&tm>*izmmhit&j&m5 6nik&mt:i o%*jtm 

Z&trWmmzxi 0 0«f#«lL7tft. ±E*M&R»ifc£2 0^ lfo«Lfeo 5I# 
*«Bfl&{R»«t4rC02-f (5%C0 2 , 3 7TC) 4 B H^#Lfc 0 

mmmmit^^>ib<D^m (J. Immunological Methods, 
65155-63 (1983)) H*tT«!l5£Lfco 10/< 1 0 5m 

g/mlirrm* (SIGMA) Srfsfo&PU 3 7 *CfcT 4 BlML^o &j£ L7fc*;W-if 
*«:#^7t«? 1 5 Op l^vyn;V-V0. 1 M-HC1»*JCT»» Lfc^ 9 
e^^nywhij-^- (BIO— RAD> M450) Srffiv^T 5 5 0nmcOPMj££iW$£L'£ 
o UT7/EP0-mp lffll&*ffiv>£l90|tjfc*|gi K^Lfco hn>^if>]/-ty 
* ~ **«3B LTV 5 * v»UT7/EP03Wia £ M ^ tz B#<D^ * ® 2 iZTF L „ 
[0 4 4 4] 

HI 1 Ka* L J; ^ K> hn>^xf >-^M»UT7/EP0-m p 1 OifjaJi^^ 5 

iB*-C**UT7/EP0Oit«[K»iJl»*X«$4^o3to 
[0 4 4 5] 

*»W-ft#«»T*«^JSfc« 5 6 <Dit&%<D Y u ^^if^vt^ - ->^^" M^itS 
/jN*&e>0^ft (Blood, 87:4552-4560 (199 6)) K*£CT«!lj£L 
fco hfijfiL««UT7/EP0-mp 1 £PBS"C3 BftlMfc^ *HfeifcJKj&*9 X 1 0 5ffl/ml 
fcfc* £5 K 1 0 %4^lflL* (TRACE SCIENTIFIC) £^tf IMDMJgifc (GIBC0) KJR«U CO 
(5%C02, 3 7t) *KX1 8#tW$mL1Zo «I«t2m 1 ( 
7X10 61@/ml) £*£iftjft3 0 n g/m 1 O h n >-$>^vMi^lJ^DMS0*^^ 
**L;fc»*«l g/ m 1 <D&f$m5 6<Dit&ltBimaL, 3 7ti:Tl-l 5^nSL 
tzm. MUk* 1 . 4ml OTNE^y 77- C20mMTris-HCl (pH7.4), 150mM NaCl, ImM EDTA 
, 1% Triton X-100, ImM PMSF, ImM Naa V0 4 , l/400«i Protease inhibitor cocktail (SI 

gma)] izxfe&Ltzo mmm*&<b®i, ±m^^m^^i-^mizm^--t^m^mzM-r 

fcifcflc Canti-STAT3 (SANTACRUZ BIOTECHNOLOGY) , ant i -STAT 5 A (UPSTATE BIOTECHN0L0 
GY) ] S^nf^ >G*7rn-x (PHARMACIA) *ffl\,»Tfc«itl$Lfco 5I§^#SS 
« Sr^r > 777- KXWSl U SDS# y 7 * V ;vr 5 K^^*»acS6 ( 7 . 5 %) 
IZXfrMLfZo i^lOOV, im®<V&mzX?WFm (Am 0. 2,am) k&^l 
, TfrXV 7*7,7 T 9 ~&*m®,LtzmV Woy>l# (RC2 0. TRANSDUCTION 
LABORATORIES) SrJB^T^n i/^ y VBMb* frfcgS® fclfcffi Lfc 0 Ifrfefctil 5 0^ 
g/m 1 ONBT (BI0-RAD) ^3 0 0^ g/m 1 OBCIP (BI0-RAD) *Jflv*fc 0 
^^l^JiZT^-f o 

[0 4 4 6] 
^7^ 



DMS0 


^J&tfU 5 6 <Dit&® 




STAT 3 — 


+ 


+ 


STAT 5 A — 


+ 


+ 



[0 4 4 7] 

tum 3 

tttttil 1 ©ar»fcfl6v»JSlTO'frJ««fl;'Mfc*W»L, lOngOTPOKistt* t h &ifiL#tfH 
JM*UT7/EP0-m p 10«m»100X^L^^»0<bM04bbnilftjim (Efficacy) £ 

tB8E# 2003-3103294 



^ mm 2003-278811 ^ ^- V : 149/ 



0 f ^^^b^%^S:^aJ!aii5iC050%Oii?i^^-§-x.^^WE (ECs o) 
*8££zf1\ (3t*K r-J Efficacy*fflR*JBlT«>fe*, #ffi-C*arV»ifc«r« 

+0 ) 

[0 4 4 8] 

3!8gE 





Efficacy 


ECs o 


No. 


(%) 


(ng/ml) 


1 


7 4 


7. 4 


2 


8 9 


6. 3 


3 


8 2 


1 5 


4 


5 3 


1 5 


5 


8 6 


3. 4 


6 


6 4 


7. 4 


7 


9 9 


2. 2 


8 


5 2 


3 1 


9 


9 0 


5. 1 


1 0 


7 8 


2 0 


1 1 


8 3 


2. 0 


1 2 


10 0 


7 6 


1 3 


9 9 


2 8 0 


1 4 


9 1 


7 2 


1 5 


10 9 


2 3 


1 6 


5 8 


6 1 


1 7 


7 3 


7 9 


1 8 


9 4 


5 5 


1 9 


1 0 0 


1 4 


2 0 


9 1 


3 8 


2 1 


3 9 


2 9 0 


2 2 


5 0 


19 0 


2 3 


12 9 


2 8 


2 4 


8 9 


7. 2 


2 5 


5 4 


2 0 0 


2 6 


7 8 


2. 9 


2 7 


7 5 


5. 6 


2 8 


9 9 


3 7 


2 9 


6 7 


2 3 0 


3 0 


10 6 


1 9 


3 1 


6 3 


5. 2 


3 2 


9 0 


3 7 


3 3 


9 6 


1. 1 


3 4 


9 9 


5. 2 


3 5 


9 9 


3 4 


3 6 


9 7 


5 9 


3 7 


6 3 


14 0 


3 8 


9 3 


3 6 


3 9 


9 7 


2 8 


4 0 


3 7 


2 5 0 


4 1 


115 


3 2 



ffiiE#2 003-3103294 



#M 2 0 0 3 



-278811 
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4 2 


7 1 


2 5 0 




4 3 


8 7 


8 3 




4 4 


2 6 


2 5 0 




4 5 


7 4 


3 0 




4 6 


8 2 


1 5 




4 7 


4 8 


1 9 0 




4 8 


6 2 


8. 


0 


4 9 


6 2 


9. 


1 


5 0 


8 9 


3 7 




5 1 


7 3 


3 3 




5 2 


2 2 


12 0 




5 3 


12 0 


1 2 




5 4 


6 1 


7. 


5 


5 5 


5 3 


2 2 0 




5 6 


9 6 


1 . 


1 


5 7 


9 7 


5. 


9 


5 8 


110 


3 2 




5 9 


8 2 


2 4 




6 0 


6 2 


1 0 0 




6 1 


9 1 


2 9 




6 2 


5 7 


6. 


4 


6 3 


2 1 


19 0 




6 4 


7 4 


7. 


7 


6 5 


7 0 


8. 


9 


6 6 


13 3 


3 3 




6 7 


8 0 


3 3 




6 8 


2 6 


2 10 




6 9 


8 9 


5. 


7 


7 0 


8 7 


2 3 




7 1 


8 9 


6 9 




7 2 


8 8 


7 5 




7 3 


8 4 


1 0 




7 4 


7 7 


2 5 




7 5 


8 9 


6 3 




7 6 


7 9 


4 6 




7 7 


7 8 


5. 


1 


7 8 


6 9 


1 5 




7 9 


8 1 


1 6 0 




8 0 


7 1 


6 4 0 




8 1 


8 4 


7. 


2 


8 2 


8 4 


2 6 




8 3 


7 8 


6. 


1 


8 4 


10 9 


1 3 0 




8 6 


10 5 


2 1 




8 7 


7 1 


6 0 0 




8 8 


7 0 


1 3 0 




8 9 


6 8 


3 9 




9 0 


7 6 


2 1 




9 1 


8 1 


2 4 




9 2 


8 2 


5. 


5 



£BfE# 2003-3103294 



Qt\m 2003-278811 ^ ^- I 151/ 



9 3 8 4 4.3 
##^/£09 1 7 

^&&M 2 12 
3 7 

##^^1 4 6 7 1 4 0 0 



[0 4 4 9] 

(SmithklineBeecham Corp) J: *) tBM$^TV^#|^^S^ii<2r^W001-34585^-t-fBm 

1 ~ 4 ) *^L/i^*^II13 ^^LfCo 

[0 4 5 0] 

t^m^5 bn^^xfv (tpo) mf&mm&i<oMmvimfe®i (2) 

t hSJftL^«*UT7/EP0-mpl^PBS-C2 mmm&, 3£BJE*fe£>& s 6 X 1 0 41®/mli&& 

•/I'-h (CORNING) fc^Lfco SOjfeDySO^JC^LjtJaTO^JftWO^ilb* 
1 0 %^JflL««r#tfIMDM^lfe^T 8 3ffif*3RLfe«. -LfMHJftSSifcfc 20// 1 To^Jjp 
L7t 0 *fflJfeS»«[*C02'f (5%C0 2 > 37*C) cfi:T4Bi 

1-£=b*>. 1 0 a* 1 <^5nMOWST-8t£^&£«lU 3 7ti:t4WKLf;„ 

. Spectramaxl90) ^fflv^T450nm<7)«R^S^SiJ^L7to 10 ng/mlOTP0K:i3&t& t h SiflL 
#!MW7/EP0-mplOi#^£l00%t Lfcfc §O50%ii5S5p«:#x.*^i»** (ECsoT 
) £*^t^O*;k^JfeJffla^ (Efficacy) 9 

[0 4 5 1] 
^9^ 





Efficacy 


ECs o T 


No. 


(%) 


(ng/ml) 


9 4 


9 5 


3. 3 


9 5 


7 1 


5 2 


9 6 


9 3 


3. 3 


9 7 


9 4 


2 5 


9 8 


9 6 


3 1 


9 9 


110 


3. 9 


10 0 


10 7 


5 9 


10 1 


1 0 0 


1 8 


10 2 


9 7 


6 9 



[0 4 5 2] 

mm i 

5* (1) T?*S*L*<ffr&<» 10mg 
?\M 7 0 0 m g 

3-^**-?- 2 7 4 mg 

H P C-L 1 6 m g 

1 0 0 0 m g 

* (1) -efcStLMb^fcfLiBI&e 0> 7 '>a©i4v»KIto 3-^^-ftl2 
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->-/nif;Hr;wn-^ (HPC-L) Tic^^^llP L> (WLffiLitS ?L#0.5~ 

1mm) LTtm. ^1--5.o #^ft£i|&^8S©£M>.&& v> (12/60^ va.) T'f$i§UI& 

10 4 5 3] 

S£#J$I 2 



J&fr 5£ (1) X-mZti2>1k&® 10mg 
ILM 7 9 m g 

1 Omg 



1 0 0 m g 

5£ (1) tr^$tL^<b^t?L*&^ 6 0 ^ va.co^^vnciii-o a-y^^-f^l2 
& 0 lOlSfU o 0mg£5W-*?7^>#:/-fe;wi?E3i-r£ 

[0 4 5 4] 

»J#fl 3 



m& (l) -eScSttMb-S* i5m g 

%m 9 0 m g 

42mg 

HPC-L 3mg 



1 5 0 m g 

(1) ft 6 0 v v Weill" o 3->x^-fll2 

v^ntf;k-fc;vn-* (HPC-L) 7fc^*^*PL, M£\ jtSLfcm, &M-fZ>o nhft 
tz1&m$m.*Wm&Z>^ (12/60^ yi/.x) -et$$L^*jiU ^15 0mg^4^Hf 

10 4 5 5] 

S|iJ«l4 



(1) -e^sttMb-a-^ 1 omg 

?M* 9 0 m g 

ftiS-fe^n-^ 3 Omg 

XfWfT^y^A 5m g 

CMC-Na 1 5 m g 

1 5 0 m g 



(1) T^£ftMb^fc?lMtf§fcj& B 1,-b;vn-;*, CMC-NaC*^*^^^ f;Hr;vn 
i- Y V V AJ&)£ 6 0 ^ * '>i<^^^v^ciiL, zi-^-r&o l^*i:^77'J 
•7n->^A»U WJWl'gvfc&^o #?1-£*£K*TL1 5 0mgOi«m 

o 

[0 4 5 6] 

mm 5 

it (l) X-WiZti&ik&m lOOrng 

mmmmmr^* y k 1 0 0 0 m 1 

[0 4 5 7] 
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[0 4 5 8] 

[HIl] *§&9Ht^%(£-Jifc0!l5 6) KJ:SUT7/EP0-mp 1 
^ llTTffiS:fflv>TffFffiLfeB|-C*ao 

[112] *MM(MM5 6) tc«J:^UT7/EPO«<Oii5i^1-^^^> MTT 
& *M ^TWB t IEI o 

III 3 ] ^f&W-fb^lfc teJfcfli 56) i: WtrSkmtit® (##^J&$) 1 ~ 4 ) i:i &U 
T7/EP0-mp l»0:i#MK**-f&3M&. MTT&£J8 V>TiNffi IfcH^So 
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l/E 



\mm^\ mm 
[mi] 



0.6 
^ 0 .5 
5 0 .4 
IS 0.3 
O 02 
4 01 



2i 



001 



0.1 



to 



&Jflns/m0 



[B2] 



^1 (un/EPoifflfl&> 



TPQ 



100 



oa 

05 

1 04 

§ 03 
^02 



TPQ 



10 100 



J 000 10000 



[03] 



tXMmi CUT7/EPO-mp1*fflfi&) 




1 10 
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mm) 

5* (l) 



D 



ii 

A 



• ft& • 3fc#KIXttJflL/J^i«##Jo 
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[000003986] 
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r 



